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(54) INHIBITORS AGAINST THE PRODUCTION AND RELEASE OF INFLAMMATORY CYTOKINES 

(57) A medicament having inhibitory activity against NF- k B activation, which comprises a compound represented 
by the following general fonnula (I) or a pharmacoiogically acceptable salt as an active ingredient: 
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wherein X represents a connecting group, A represents hydrogen atom or acetyl group, E represents an aryl group or 
a heteroaryl group, and ring X represents an arene or a heteroarene. 
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Description 

Field of Invention . 

[0001] The present invention relates to phamiaceutical compositions having inhibitory activity against the production 
and release of Inflammatory cytokines such as interleukin (IL).1 . IL-6, IL-8 and tumor necrosis factor (TNF- a ). and 
having inhibitory activity against the activation of NF- k B. 

Background Art 

[0002] Inflammation is a basic defense mechanism to various infestations, where inflammatory cytokine such as 
interleukin (IL)- 1 and TNF-a (tumor necrosis factor) are known to play Important roles. Due to the progress of gene 
analysis of inflammatory cytokines and inflammatory cell adhesion factors, it has been revealed that these cytokines 
are controlled by a common transcription factor (also called as transcription regulatory factor). This transcription factor 
15 is a protein called as NF-k B (also described as NF k B. Clari< B. D. , et a!.. Nucl. Acids Res.. 1 4, 7898(1 984); Nedospasov 
S, A., et aL, Cold Spring Hart?. Symp. Quant. BioL. 51 , 611 (1 986)) . 

[0003] This NF- K B is a hetero dimer(also called as complex) of p65(also called as Rel A) and p50(also called as 
NF- K B- 1), usually binds to 1- k B when external stimulation does not exist, and exists In cytoplasm as an inactive 
type. I- K B is phosphorated by various extemal stimulations such as oxidative stress, cytokine, llpopolysaccharide, 
virus UV, free radical, protein kinase C to become ubiquitin, and then decomposed by proteasome (Vemna I. M.. 
Stevenson J. K.. et al., Genes Dev., 9, 2723-2735(1 995)). NF- k B separated from I- k B immediately move into nucleus, 
and plays a role as a transcription factor by binding to promoter region which has recognition sequence of NF- k B. 
[0004] In 1 997, phosphoenzyme (called as I k B kinase abbreviated as "IKK"), which participates In phosphorylation 
of I- K B, was identified (DiDonation J.. Hayakawa M., et al.. Nature, 388, 548-554(1 997); Regnier C. H.. Song H. Y., 
25 et al., Cell, 90. 373-383(1997)). IKK-a (also called as IKK1) and IKK-p (also called as IKK2) which resemble each other 
and exist among a class of IKK, and they are known to fomn a complex to bind directly to I k B and phbsphorize I k B 
(Woronicz J. D., et al., Science, 278, 866-869(1997); Zandi, E., et al, Cell. 91 . 243-252(1997)). 
[0005] Recently, a mechanism except cyclooxygenase inhibition is suggested for.aspirin which is a widely used anti- 
inflammatory agent, which Is known to be based on inhibition of NF- k B activation (Kopp E., et al., Science, 265, 
30 . 956-959(1 994))..Moreover, itwas revealed that aspirin regulates release and activation of NF-k B by binding reversibly 
to IKK-P which is I- kB kinase competing with ATP and by inhibiting phosphorylation of I- k B (Yin M, J., et al., Nature. 
396, 77-80(1 998)). However, since huge amount of aspirin needs to be administered to sufficiently suppress NF- k B 
activation, and as a result, since possibility of side effects such as gastrointestinal disorders by prostaglandin synthesis 
inhibition and increase of bleeding tendency by anticoagulation is expected with high probability, aspirin is not suitable 
35 forlongtemri application. _ 
. [0006] Besides aspirin, some phamnaceuticals are known to have inhibitory action against NF- k B activation. Glu- 
cocorticoids (steroid homiones) such a^ dexamethasone suppn^ess NF- k B activation by binding to their receptors 
(called as glucocorticoid receptor, Scheinman R. 1.. et al., Science. 270, 283(1995)). However, long term use is not 
suitable, because they have serious side effects such as aggravation of an infectious disease, gfeneratlon of peptic 
40 ulcer degradation of bone density, and central action. Leflunomide as an immunosuppressive agent, as an isoxazole- 
type agent, also has NF- k B inhibitory action (Manna S., et al., J. Immunol., 1 64, 2095-21 02(1 999)). however, the drug 
is also not suitable for long term use due to serious side effects. Furthemnore. substituted pyrimldine derivatives (Jap- 
anese Patent Publication of International Application (Kohyo) (Hei)1 1 -51 2399. J. Med. Chem.. 41 , 41 3(1 998)). xanthine 
derivatives (Japanese Patent Unexamined Publication (KOKAl) No.(Hei)9-227561 ), isoquinoline derivatives (Japanese 
45 Patent Unexamined Publication (KOKAl) No.(Hei) 1 0-87491 ), indan derivatives (WOOO/05234 epoxyqulnomycin C, D. 
and their derivatives (Japanese Patent Unexamined Publication (KOKAl) No.(Hel)1 0-45738. Bioorg, Med. Chem. Lett.. 
10. 865-869(2000)) are known as inhibitors against IMF- k B activation. However, mechanism of Inhibition against NF- 
K B activation and participating receptors or proteins have not been revealed. 

50 Disclosure of the Invention 

[0007] Compounds having specific inhibitory action against IKK-p, found by using IKK-p as a target which directly 
Induces phosphorylation of IKK-p. are expected to have Inhibitory action against production and release of the target 
inflammatory cytokine and inhibitory action against production of inflammatory cell adhesion molecules, without affect- 
55 ing other signal transfer pathway, that is. without serious side effects, NF- k B activation is induced by. the aforemen- 
tioned external stimulation, and as a result, proteins such as inflammatory cytokine are expressed. Among the inflam- 
matory cytokines. TNF-a and interieukine (1L)-1 whose gene expression itself is considered to be regulated positively 
by NF- K B to form positive feedback loop (TNF- a-^NF- K B-^TNF- a ) and is considered to tparticipate in chronicity 
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of inflammation (1 8*^ Meeting of The Japanese Inflammatory Society, Symposium "Mechanism of Antirheumatic Phar- 
maceutical composition and New Development"^ Tpkyo, 2000). Accordingly, the compounds which specifically inhibit 
IKK-p as a target are expected to be useful drugs for Inflammatory diseases advanced In a chronic stage and diseases 
caused by TNF-a and IL-1 . 

5 [0008] Therefore, an object of the present Invention is to provide medicaments useful for preventive and/or thera- 
peutic treatment of inflammatory disorders, autoimmune disease such as chronic arthrorheumatism, and bone disease 
such as osteoporosis, in which inflammatory cytokine is participated. Another object of the present invention Is to 
provide, an inhibitor against release of an Inflamniatory cytokine which avoids side effects by specif teally inhibiting IKK- 
P, and has inhibitory activity, against N F- k B activation. 

10 [0009] The inventors of the present invention carried out search for compounds having inhibitory action against NF- 
K B activation by selectivie inhibition of IKK-p by using computerized molecular design technology to solve the afore- 
mentioned object. Appropriate protein kinases with high homology with IKK-p were selected from the kinases whose 
structures are registered in PDB (Protein Data Bank), and three-dimensional structure model of IKK-p was constructed 
by applying the homology modeling technique employing the chosen kinase as a template, and tlien binding mode of 

15 . aspirin to the ATP binding region or I KK-p and characteristic intemiolecular interactions were analyzed by using auto- 
matic search program for binding modes of a dmg molecule to a protein. On the basis of the results obtained, an 
automatic search program of a ligand from a three-dimensional compound database based on the tree-dimensional 
structure of the protein was carried out, and compounds potentially be specific inhibitors against IKK-p were selected 
by a virtual screening out of compounds registered in a database of commercial compounds. Further, inhibitory activity 

20. of those compounds against NF- k B activation was confirmed by a reporter assay method under TNF-a stimulation, 
Among them, the compounds with potent activities were further studied on the binding mode to IKK-p and Interactions. 
On the basis of these results, the present invention was achieved by further carrying out search from compound da- 
tabases of analogous compounds and syntheses 
[0010] . The medicament of the present invention is: 

25 ■■ ■ 

(1) that having inhibitory action against NF- k B activation which comprises as an active ingredient a substance 
selected from the group consisting of a compound represented by the general fomiula (I) and a pharmacologically 
. acceptable salt thereof, and a hydrate thereof and a solyate thereof: 




wherein 

40 

X represents a connecting group whose nunfiber of atoms in the main chairi is 2 to 4 {said connecting group 
may be substituted), 

A represents hydrogen atom or acetyl group, 

E represents an aryl group which may be substituted or a hetero aryl group which may be substituted, 
45 ring Z represents an arene which may have one or more substituents in addition to the group represented by 

formula -O-A wherein A has the same meaning as that defined above and the group represented by fomriula 
-X-E wherein each of X and E has the same meaning as that defined above, or a hetero arene which may 
have one or more substituents in addition to the group represented by formula -O-A wherein A has the same 
meaning as that defined above and the group represented by fomnula-X-E wherein each of X and E has the 
50 same meaning as that defined above. 

[0011] Among them, preferred medicaments Include: 

(2) the medicament having inhibitory action against NF- k B activation which comprises as an active Ingredient a 
55 substance selected from the group consisting of the compound and a phamnacologically acceptable salt thereof, 

and a hydrate thereof and a solvate thereof, wherein X is a group selected from the following connecting group a 
which may be substituted: 
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[Connecting groups a ] : The groups of the following formulas : 
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wherein the bond at the ieft end binds to ring Z and the bond at the right end binds to E; 

35 (3) the medicament having inhibitory action against NF- k B activation which comprises as an active ingredient a 

substance selected from the group consisting of the compound and a phanmacologicaiiy acceptable salt thereof, 
and a hydrate thereof and a solvate thereof, wherein X is a group which may be substituted and represented by 
the foiipwing formula: 



40 



45 



so 



55 



^C— N 

II I 
OH 

wherein the bond at the ieft end binds to ring Z and the bond at the right end binds to E; 

(4) the medicament having inhibitory action against NF- k B activation which comprises as an active Ingredient a 
substance selected from thie group consisting of the compound and a phamiacologically acceptable salt thereof, 
and a hydrate thereof and a solvate thereof , wherein X is a group represented by the following fomnuia: 



-C— N 

11 I 
O H 



wherein the bond at the ieft end binds to ring Z and the bond at the right end binds to E; 
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(5) the medicament having inhibitory action against NF- k B activation which comprises as an active ingredient a 
substance selected from the group consisting of the compound and a phamriacologically acceptable salt thereof, 
and a hydrate thereof and a solvate thereof, wherein A is a hydrogen atom; 

(6) the medicament having inhibitory action against NF- k B activation which comprises as an active ingredient a 
substance selected from the group consisting of the compound and a phamriacologically acceptable salt thereof, 
and a hydrate thereof and a solvate thereof, wherein ring Z is a Cg to C^q a^ene which rnay have one or more 
substituents in addition to the group represented by fonnula -O-A wherein A has the same meaning as that defined 
in the general fomnula{l) and the group represented by formula -X-E wherein each of X and E has the same meaning 
as that defined in the general formula (I), or a 6 to 13-membered hetero arene which rhay have one or more 
substituents In addition to the group represented by formula -O-A wherein A has the same nteanlng as that defined 
in the general fon7iula(l) and the group represented by fonnula -X-E wherein each of X and E has the same meaning 
as that defined in the general formula(l); 

(7) the medicament having inhibitory action against NF- k B activation which comprises as an active Ingredient a 
substance selected from the group consisting of the compound and a pharmacologically acceptable salt thereof, 
and a hydrate thereof and a solvate thereof, wherein ring Z Is selected from the following ring group p which may 
have one or more substituents in addition to the group represented by fonnula -O-A wherein A has the same 
meaning as that defined In the general formula(l) and the group represented by formula -X-E wherein each of X 
and E has the same meaning as that defined In the general formula(l): 

[Ring Group p] benzene ring, naphthalene ring, pyridine ring, Indole ring, quinoxallne ring, carbazole ring; 

(8) the medicament having inhibitory action against NF- k B activation which comprises ais an active ingredient a 
substance selected from the group consisting of the compound and a phamriacologically acceptable salt thereof, 
and a hydrate thereof and a solvate thereof, wherein ring Z is a benzerie ring which may have one or more sub- 
stituents in addition to the group represented by formula -O-A wherein A has the same meaning as that defined 
in the general fonnula (I) arid the group represented by fonnula -X-E wherein each of X aad E has the same 
meaning as that defined in the general fonnula (I); 

(9) the medicament having Inhibitory action against NF- k B activation which comprises as an active ingredient a 
substance selected from the group consisting of the compound and a pharmacologically acceptable salt thereof, 
and a hydrate thereof and a solvate thereof, wherein ring Z Is a benzene ring which may further have one or more 
substituents selected from the following substituent group y-lz in addition to the group represented by formula 
-O-A wherein A has the same meaning as that defined in the general fonnula (I) and the group represented by 
formula -X-E wherein each of X and E has the same meaning as that defined In the general formula (I): 

[substituent group y-^z] a halogen atom, nitro group, cyano group, hydroxy group which may be substituted, 
amino group which may be substituted, hydrocarbon group which may be substituted, heterocyclic group which 
may be substituted, acyl group which may be substituted, ureldo group which may be substituted, thioureido 
group which may be substituted, diazenyi group which may be substituted; 

(10) the medicament having inhibitory action against NF- k B activation which comprises as an active ingredient 
a substance selected from the group consisting of the compound and a pharmacologically acceptable salt thereof, 
and a hydrate thereof and a solvate thereof, wherein the following partlal.structural formula (lz-1 ) Including ring Z 
in the general formula(l) : 

(I 2-1) 

is a group represented by the following fonnula (lz-2) 
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(I z-2) 



wherein represents hydrogen atom, a halogen atom, nitro group, cyano group, hydroxy group which may be 
substituted, an amino group which may be substituted, a hydrocarbon group which may be substituted, a hetero- 
cyclic group which may be substituted, an acyl group which may be substituted, an ureido group which may be 
substituted, a thioureido group which may be substituted, or a diazenyl group which rhay be substituted; 

(11) the medicament having inhibitory action against NF- k B activation which comprises as an active ingredient 
a substance selected from the group consisting of the compound and a phamnacologically acceptable salt thereof, 
and a hydrate thereof and a solvate thereof, wherein is hydrogen atom, a halogen atom, nitro group, cyano 
group, a to Cg alkoxy group which may be substituted, a di(Gi to Cg alkyl)-amino group, a Cg to C^q aryl- 
carbonyl-amino group, a to Cg alky! group which may be substituted, a to Cq halogenated alkyi group which 
may be substituted, a C2.to Cg alkenyl group which may be substituted, a Cg to Cg alkynyl group whfeh may be 
substituted, a Cy to C^g aralkyi group which may be substituted, a 5 to 6 membered heteroaryl group which may 
be substituted, a carbamoyl group which may be substituted, a sulfamoyl group which may be substituted, a 

to Cgalkyl-carbamoyl group which may be substituted, a Cvto Cg alkoxy-carbamoyl group which may be substi- 
tuted, a 5 membered heteroaryl-sutfonyl group which may be substituted, a 6 membered nonaromatic heteroyclic- 
sulfonyl group which may be substituted, or a diazenyl group which may be substituted; 

(12) the medicament having inhibitory action against NF-k B activation which comprises as an active ingredient a 
substance selected from the group consisting of the compound and a phannacologically acceptable salt thereof, 
and a hydrate thereof and a solvate thereof, wherein R^ is hydrogen atom, a halogen atom, nitro group, cyano 
group, methoxy group, dimethylamino group, benzoylamino group, methyl group, tert-butyl group, 1 -hydroxyethyl 
group, 1-(methoxylmino)ethyl group, 1 -[(benzyloxy)imino]ethyl group, trifluoromethyl group, pentafluoroethyl 
group, phenyl group, 4-(trifluoromethyl)phenyl group, 4-fluorophenyl group, 2,4-difluorophenyl group. 2-phe- 
nyiethen-1 -yi group, 2,2-dicyanoethen-1-yl group. 2-cyano-2-(methoxycarbonyl)ethen-1-yI group, 2-carboxy-2-cy- 
anoethen-1 -yl group, ethynyl group, phenyiethynyl group, (tri methyls iiyl)ethynyl group, phenyl group, 2-phenethyl 
group,' 2-thienyl group, 3-thienyl group, 1-pyrrolyl group, 2-methylthiazol-4-yl group. 2-pyridyl group, N-[3,5-bis 
(trifluoromethyl)-phenyl]carbamoyl group, dimethylcarbamoyi group, dimethyls u If amoy I group, acetyl group, iso- 
butyryl group, methoxycarbonyl group, piperidinocarbonyl group, 4-benzylpiperidino group. (pyn;oi-1 -yl)sulfonyl 
group, 3-phenyiureido group, (3-phenyl)thloureido group. (4-nitrophenyl)diazenyl group, or {[(4-pyridin-2-yl)suifa- 
moyl]phenyl)diazenyl group; 

(13) the medicament having inhibitory action against NF- k B activation which comprises as an active ingredient 
a substance selected f rorri the group consisting of the compound and a phanmacologically acceptable salt thereof, 

. and a hydrate thereof and a solvate thereof, wherein R? Is a halogen atom; 

(14) the medicament having inhibitory action against NF- k B activation which comprises as an active ingredient 
a substance selected from the group consisting of the compound and a pharmacologically acceptable salt thereof , 
and a hydrate thereof and a solvate thereof, wherein E is a Cg to C^o aryl group which may be substituted or a 5 
to 13 membered heteroaryl group which hiay be substituted; 

(15) the medicament having inhibitory action against NF- k B activation which comprises as an active ingredient 
a substance selected from the group consisting of the compound and a phannacologically acceptable salt thereof, 
and a hydrate thereof and a solvate thereof, wherein E is a Cg to C^q aryl group which may be substituted; 

(16) the medicament having inhibitory action against NF- k B activation which comprises as an active ingredient 
a substance selected from the group consisting of the compound and a pharmacologically acceptable salt thereof, 
and a hydrate thereof and a solvate thereof, wherein E Is a phenyl group which may be substituted; 

(17) the medicament having inhibitory action against NF- k B activation which comprises as an active Ingredient 
a substance selected from the group consisting of the compound and a phannacologically acceptable salt thereof, 
and a hydrate thereof and a solvate thereof, wherein E is a phenyl group substituted with two C^ to Cg halogenated 
alkyI groups and said phenyl group may further have one or more substituents in addition. to the two C-| to Cg 
halogenated alkyI groups; 

(18) the medicament having inhibitory action against NF- k B activation which comprises as an active ingredient 
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a substance selected from the group consisting of the compound and a phannacologicaily acceptable salt thereof, 
and a hydrate thereof and a solvate thereof, wherein E is a phenyl group substituted with two to Cq halogenated 
allcyl groups; 

(19) the medicament having inhibitory action against NF- k B activation which comprises as an active ingredient 
5 a substance selected from the group consisting of the conrjpound and a phamnacologlcally acceptable salt thereof, 

and a hydrate thereof and a solvate thereof, wherein E is 3.5-bis(trifiuoromethyl)phenyl group or 2,5-bis(trifluor- 
omethyOphenylgroup; 

(20) the medicament having inhibitory action against NF- k B activation which comprises as an active ingredient 
a substance selected from the group consisting of the corripound and a phamnacologlcally acceptable salt thereof. 

10 and a hydrate thereof and a solvate thereof, wherein E is 3,5-bis(tr!fluoromethyl)phenyl group; : 

(21) .the medicament having inhibitory action against NF- k B activation which confiprises as an active ingredient 
a substance selected from the group consisting of the compound and a phamriacologically acceptable salt thereof, 
and a hydrate thereof and a solvate thereof, wherein E Is a phenyl group substituted with one to Cg halogenated 
alkyl group and said phenyl group may further have one or more substituents, except a to Cg halogenated alkyl 

15. group, in addition to the to Cg halogenated alkyl group; 

(22) the medicament having inhibitory action against NF- k B activation which comprises as an active ingredient 
a substance selected from the group consisting of the compound and a phamnacologically acceptable salt thereof, 
.and a hydrate thereof and a solyate thereof, wherein E is a phenyl group substituted with one to Cg halogenated 
alkyl group and said phenyl group may further have one or moresubstituents selected f ronri the following substituent 

20 group y-1 e in addition to the to Cg halogenated aikj/i group: 

[Substituent group 7-le] a halogen atom, nitro group, cyano group, hydroxy group which may be substituted, 
a hydrocariDon group which may be substituted, a heterocyclic group which may be substituted, sulfanyl group 
which may be substituted; 



25 



(23) the medicament having inhibitory action against NF- ic B activation which comprises as an active ingredient 
a substance selected from the group consisting of the compound and a phamnacologically acceptable salt thereof, 
and a hydrate thereof and a solvate thereof, wherein E Is a phenyl group substituted with one to Cg halogenated 
alkyl group and said phenyl group may further have one or more substituents selected from the following substituent 
30 group 'y^2e in addition to the C^ to Cg halogenated alkyl group: 

[Substituent group 'y^2e] a halogen atom, nitro group, cyano group, a C^ to Cg alkyl group which may be 
substituted, a 5 to 6 membered nonaromatic heterocyclic group which may be substituted, a C^ to Cg alkoxyl 
group which may be substituted, a Ci, to Cg alkyl-sulfanyl group which may be substituted; 



35 



(24) tiie medicament having inhibitory action against NF- k B activation which comprises as an active ingredient 
a substanceselected from the group consisting of the compound and a pharmacologically acceptable salt thereof , 
and a hydrate thereof and a solvate thereof, wherein E Is 2-(trif luoromethyl)phenyl group, 3-(trifluoromethyl)phenyl 
group, 4-{trifluoromethyl)phenyl group, 2-fluoro-3-(trifluoromethyl)phenyl group, 2-chioro-4-(trifluoromethyl)phenyl 

40 group, 2-fluoro-5-(trifluoromethyl)phenyl group, 2-chloro -5-(trifluoromethyl)phenyl group, 3-fluoro-5-(tr{fluorome- 

thyl)phenyl group. 3-bromo-5-(tritiuororTnethyl)phenyl group, 4-chloro-2- (trifluoromethyl)phenyl group, 4-fluoro-3- 
(trlfluoromethyOphenyl group, 4-chloro-3- (trifluoromethyl)phehyl group, 2-nitro-5-(trifluoromethyl)phenyl group. 
4-nitro-3-(trifluoromethyl)phenyl group, 4-cyano-3- (trifluoromethyl)phenyl group, 2-methyl-3-(trifluorometiiyl)phe- 
nyl group, 2-methyl-5-(trifluoromethyl)phenyl group, 4-methyl-3-(trlfiuoromethyl)phenyl group, 2-methoxy-5-(trif- 

45 luoromethyl)phenyl group, 3-methoxy-5-(trif luoromethyl)phenyl group, 4-methoxy-3-(trifluoromethyl) phenyl group. 

2-(methylsulfanyl)-5-(trlfluoromethyl)phenyl group, 2-(1-pyrrolizino) -5- (trifluoromethyl)phenyl group, or 2-mor- 
pholino-6-(trifluoromethyl)phenyl group; 

(25) the medicament having inhibitory action against NF- k B activation which comprises as ari active ingredient 
a substance selected from the group consisting of the compound and a phamnacologlcally acceptable salt thereof, 

50 and a hydrate thereof and a solvate thereof, wherein E is 2-chloro-5'(trif luoromethyl)phenyl group, 4-chloro-3-(tri- 

fluorometiiyl)phenyl group, 2-methoxy-5- (trifluoromethyl)phenyl group, or 3-methoxy-5-(trifluoromethyl)phenyl 
group; 

(26) the medicament having inhibitory action against NF- k B activation which comprises as an actiye ingredient 
a substance selected from the group consisting of the compound and a pharmacologically acceptable salt thereof, 

55 and a hydrate thereof and a solvate thereof, wherein E is 2-chloro-5-(trifluoromethyl)phenyl group; 

(27) the medicament having inhibitory action against NF- k B activation which comprises as an active ingredient 
a substance selected from the group consisting of the compound and a phamriacologically acceptable salt thereof, 
and a hydrate thereof and a solvate thereof, wherein E is a phenyl group which may have one or more substituent 
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except a to Cg halogen ated alkyl group; 

(28) the medicament having inhibitory action against NF- k B activation which comprises as an active ingredient 
a substance selected from the group consisting of the compound and a phannacologically acceptable salt thereof, 
and a hydrate thereof and a solvate thereof, wherein E is a phenyl group which may have one or more substituents 
selected from the following substltuent group y-Se: 

[Substituent group y-Se] a halogen atom, nitro group, hydroxy group which may be substituted, hydrocarbon 
. group which may be substituted, acyl group which may be substituted; 

(29) the medicament having Inhibitory action against NF- k B activation which comprises as an active ingredient 
a substance selected from the group consisting of the conripound and a phamiacologically acceptable salt thereof , 
and a hydrate thereof and a. solvate thereof, wherein E is a phenyl group which is substituted with one or more 
substituents selected from the following substltuent group Y-4e: 

[Substituent group y-Ae] a halogen atom, nitro group, hydroxy group, a to Ce alkyi group which may be 
substituted, a Cg to C^q S'^ouP which may be substituted, a to Cg all^lene group which may be substi-. 
tuted, a Ci to Cg alkoxy group which may be substituted, a to Cq alkyl-cariaonyl group which may be sub- 
stituted, a to Cq alkoxy-carbonyl group which may be sulastituted; 

(30) the medicament having inhibitory action against NF- k B activation which comprises as an active Ingredient 
a substance selected from the group consisting of the compound and a pharmacologically acceptable salt thereof, 
and a hydrate thereof and a solvate thereof, wherein E is phenyl group. 3-chlorophenyl group, 4-chlorophenyl 
group, 2,5-dichlorophenyl group, 3,4-dichlorophenyl group, 3,5-difluorophenyl group, 3,5-dichlorophenyl group, 
3,4,5-trichlorophenyl group, pentafluorophenyl group, 3,5-dinitrophenyl group, 3,5-dichloro-4-hydroxyphenyl 
group, 2,5-dimethoxyphenyl group, 3,5-dimethoxyphenyl group, 3,5-dimethylphenyl group, 2,5-bis [(1,1- dimethyl) 
ethyl]phenyi group, 3,5-bis [(1,1 -dimethyl)ethyl]phenyl group, 5-{1,1-dimethyl)ethyl-2-methoxyphenyl group, 
3,5,5,8.8-pentamethyl -5,6,7,8-tetrBhydronaphthalen-2-yl group, blphenyl-3-yl group, 4-methoxybiphenyl-3-yI 
group, 3-acetylphenyl group, or 3,5-bis (methoxycarbonyl)phenyl group; 

(31) the medicament having inhibitory action against NF- k B activation which comprises as an active ingredient 
a substance selected from the.group consisting of the compound and a phamnacologlcally acceptable salt thereof, 
and a hydrate thereof and a solvate thereof, wherein E is 2,5-bis[(1,1-dimethyl)ethyl]phenyl group, 3, 
5-bis[(1 ,1 -dimethyl)ethyl]phenyl group, or 5-(1 ,1 -dimethyl)ethyI-2-methoxyphenyl group; 

(32) the medicament having inhibitory action against NF- k B activation which comprises as an active Ingredient 
a substance selected from the group consisting of the compound and a pharmacologically acceptable salt thereof, 
and a hydrate thereof and a solvate thereof, wherein E is a 5 to 13 membered heteroaryl group which may be 
substituted; 

(33) the medicament having inhibitory action against NF- k B activation which comprises as an active ingredient 
a substance selected from the group consisting of the compound and a phamnacologically acceptable salt thereof, 
and a hydrate thereof and a solvate thereof, wherein E is a thienyl group which may be substituted, a pyrazolyl 
group which may be substituted, an oxazolyl group which may be substituted, a thiazolyl group which may be 
substituted, a thiadiazolyl group which may be substituted, a pyridyl group which may be substituted, a pyrimidinyi 
group which may be substituted, an indoiyi group which may be substituted, a quinolyl group which may be sub- 
stituted, or a carbazolyl group which may be substituted; 

(34) the medicament having inhibitory action against NF- k B activation which coniprises as an active ingredient 
a substance selected from the group consisting of the compound and a phannacologically acceptable salt thereof , 
and a hydrate thereof and a solvate thereof, wherein E is a thiazolyl group which may be substituted; 

(35) the medicament having inhibitory action against NF- k B activation which comprises as an active ingredient 
a substance selected from the group consisting of the compound and a phannacologically acceptable salt thereof, 
and a hydrate thereof and a sohrate thereof, wherein E is a thiazolyl group which may have one or more substituents 
selected from the following substituent group y-Se: 

[Substituent group y-Se] a halogen atom, cyano group, a hydrocartDon group which may be substituted, a 
heteroring group which may be substituted, an acyl group which may be substituted; 

(36) the medicament having inhibitory action against NF- k B activation which comprises as an active ingredient 
a substance selected from the group consisting of the compound and a phannacologically acceptable salt thereof, 
and a hydrate thereof and a solvate thereof, wherein E is a thiazolyl group whteh may have one or more substituents 
selected from the following substituent group y-Se: 
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[Substrtuent group y-Se] a halogen atom, cyanb group, a to Cg alkyl group which may be substituted, a 
to Cg halbgenated alkyl group which may be substituted, a Cg to C^q ^ryl group which may be substituted, a 
Cy to aralkyi group.which may be substituted, a 6 membered nonaromatic heterorihg group, a to Cg 
all<yI-carbonyl group which may be substituted, a Cg to C^q aryl-carbonyl group which may be substituted, a 
5 to Cg alkoxy-carbonyl group which may be substituted; 

(37) the medicament having inhibitory action against NF- k B activation which comprises as an active ingredient 
a substance selected from the group consisting of the compound and a pharmacologically acceptable salt thereof, 
and a hydrate thereof and a solvate thereof, wherein E Is 5-bromo-4-[(1 ,1 -dimethyl)ethyllthlazol-2-yl group, 5-bro^ 

10 mo-4-(trifluoromethyl)thiazol-2-yl group, 5-cyano-4-[(1 ,1 -dim ethyl) -ethyl]thia2ol-2-yl group, 4-[(1 ,1-dimethyl)ethyl] 

thiazo!-2-yl group, 5-phenyl-4-(trifluoromethyl)thia2ol-2-yl group, 4-(1 ,i-dimethyl)ethyl-5-ethylthiazol-2-yl group, 
6-methyM-phenylthiazol-2-yl group, 4-isopropyl-5-phenylthiazol-2-yl group, 4 benzyl-5-phenylthia2ol-2-yl group, 

4- (1.1-dimethyl)ethyl:5-[(2,2-dimethyl)-propionyllthiazol-2-yl group, 5-acetyl-4-phenylthiazol-2-yl group, 5-ben- 
zoyl-4-phenylthlazoi-2-yl group, 4-(1,1-dimethyl)ethyl-5-(ethoxycarbonyl)-thiazol:2-yl group, 5-ethoxycarbonyl- 

15 4-(trifluoromethyl)thia2ol-2-yl group, 5-etho)cycarbonyl-4-phenylthiazol-2-yl group, 4-(1 ,1 -dlmethyl)ethyl-5-piperid- 

inothiazol-2-yl group, 4-(1 ,1 -dimethyl)ethyl-5-morpholinothiazol-2-yl group, 4-(1 ,1 -dlmethyl)ethyl-5-(4-phenylpipe- 
ridin-1-yl)thiazo!-2-yl group, 4-(1 ,1 -dimethyl)ethyl-5-(4-methylpiperidin-1 -yl)thia2ol-2-yi group, 4,5-diphenylthiazol- 
2-yl group, 4-phenylthiazol-2-yl group, 4,5-dimethyl thiazol-2-yl group, 2-thiazoly! group, 5-methylthiazol-2-yl 
group, 4-ethyl-5-phenylthiazol-2-yl group, 5-cart3Oxymethyl-4-phenylthia20l-2-yl group, 5-methylcari3amoyl-4-phe- 

20 nylthlazol-2-yl group, 5-ethyl carbamoyl-4-phenylthiazol-2-yl group, 5-lsopropylcarbamoyl-4-phenyl thiazol-2-yl 

group, 5-(2-phenethyl)carbamoyl-4-phenylthiazol-2-yl group, 4-(n-butyl)-5-phenyithiazbl-2-yl group, 4-methyl- 

5- ((3-trifluoromethyl) phenyl]thiazol-2-yl group, or 5-(4-fluorophenyl)-4-methylthiazol-2-yl group; and 

(38) the medicament having inhibitory action against NF- k B activation which comprises as an active ingredient 
a substance selected from the group consisting of the compound and a pharrnacologically acceptable salt thereof, 

25 and a hydrate thereof and a solvate thereof, wherein E is 4-(1 , 1 -dlmethyl)ethyl-5-[(2,2-dimethyl)proplonyl]thiazol- 

2-yi group. 

[0012] Themedicamentofthepresent inventionmaybeusedasgeneexpression Inhibitorof one or more substances 
. selected from the following substance group 6: 

30 

[Substance group 5 ] tumor necrosis factor (TNF), lnterieukin-1 , lnterleukin-2, lnter!eukin-6, interieukln-8, granu- 
locyte colony-stimulating factor, interferon p, cell adhension factor ICAM-1 , VCAM-1 , ELAM-1 , nitricoxide syn- 
thetase, major histocompatibility antigen family class I, major histocompatibility antigen family class H, p2-mi- 
croglobulln, immunoglobulin light chain, serum amyloid A, angiotensinogen, complement B, complement C4, c- 
35 myc. transcript derived from HIV gene, transcript derived from HTLV gene, transcript derived from simian virus 40 

gene, transcript derived from cytomegaioyirus gene, and transcript derived from adenovirus gene. 

[0013] The medicament of the present invention may be used as an inhibitor against production and release of an 
. inflarnmatory cytokine or as an Immunosuppressive agent. The medicament of the present invention may be used for 
.40 preventive and/or therapeutic treatment of one or more diseases selected from the following disease group 8-1 : 

[Disease group e-1] an inflammatory disease, an autoimmune disease, an allergic disease, a cancers such as 
carcinoma and sarcoma, a metabolic disease, a cardiovascular disease, an angioproliferation disease, a septte 
disease, a viral disease, or from the following disease group e-2 which is resulted from NF- k B activation or 

45 overproduction of an inflammatory cytokine: 

[Disease group e-2] an autoimmune diseases such as chrohic rheumatism, osteoarthritis, systematic lupus ery- 
thematosus, systematic scleroderma, polymyositis, Sjoegren's syndrome, vasculitis syndrome, antiphospholipid 
syndrome. Still's diseaise, Behcet's disease, periarteritis nodosa, ulcerative colitis, Crohn's disease, active chronk; 
hepatitis, glomerulonephritis, and chronic nephritis, chronic pancreatitis, gout, atherosclerosis, multiple sclerosis. 

so arteriosclerosis, endothelial hypertrophy, psoriasis, psoriatic arthritis, contact demiatitls, atopic dermatitis, allergic 

disease such as pollinosis, asthma, bronchitis, interstitial pneumonia, lung disease involving granuloma, chronic 
obstructive pulmonary disease, chronic pulmonary thromboismbolism, inflammatory colitis, insulin resistance, 
obesity, diabetes and its Conipllcatlons (nephropathy, retinopathy, neurosis, hyperinsullnemia, arteriosclerosis, hy- 
pertention, peripheral vessel obstruction and the like) a disease with abnomial vascular proliferation such as hy- 

55 periipemia, retinopathy, pneumonia, Alzheimer's disease, encephalomyelitis, acute hepatitis, chronic hepatitis, 

pharmaceutical composition induced toxic hepatopathy, alcoholic hepatitis, viral hepatitis, icterus, cirrhosis, hepatic 
insufficiency, atrial myxoma, Caslemann's syndrome, mesangial nephritis, kidney cancer, lung cancer, liver cancer, 
breast cancer, uterine cancer, pancreatic cancer, other solid cancer, sarcoma, osteosarcoma, metastatic invasion 
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of cancer, carceration of inflammatory focus, cancerous cachexia, metastasis of cancer, leukemia such as acute 
myeloblastic leukemia, multiple myeloma, Lennert's lymphoma, malignant lymphoma, development of carcinostatic 
reslstehce of cancer, canclratlon of foci such as viral hepatitis and cirrhosis, carciratlon from polyp of colon, brain 
tumor, nervous tumor, endotoxic shock, sepsis, cytomegaloviral pneumonia, cytomegaloviral retinopathy, adeno- 

5 viral cold, adenoviral pool fever, adenoviral ophthalmia, conjunctivitis, AIDS, uveitis, diseases or complications 

provoked by infections of other bacteria, viruses, and mycete, complications after surgery such as generalized 
inflammatory symptoms, restenosis after percutaneous tubal coronary artery plastic surgery, reperf usion disorders 
after vascular occulusidn opening such as ischemia reperfusion disorders, organ transplantation rejection and 
reperfusion disorders of heart, liver, or kidney, etc., Itch, anorexia, malaise, chronic fatigue syndrorne. osteoporosis, 

10 metabolic bone disease such as osteocarclnomic painj deteiioriation of organ during organ conservation before 

transplantation. 

[0014] From another aspect^ the present irivention provides use of each of the substances for manufactiire.of the 
medicament according to the aforementioned (1) to (38). . . 

IS [0015] Furthermore, the present invention provides: a method.for inhibiting activation of NF- k B In a mammal in- 
cluding a human, which comprises the step of administering the aforementioned medicament (1) to (38) to ia mammal 
including a human; a nriethod for inhibiting expression of one or more substances selected from the aforementioned 
substance group 5 in a mammal including a human, which comprises the step of administering the aforementioned 
medicament (1) to (38) to a mammal including a human; a method for inhibiting production and release of an inflam- 
- 20 matory cytokine in a mammal including a human, which comprises the step of administering the aforementioned med- 
icament (1) to (38) to a mammal including a human; a method for immune inhibition in a mamrhal including a human, 
which comprises the step of administering the aforementioned medteahient (1 ) to (38) to a mammal including a human; 
a method for preventive and/or therapeutic treatment of one or more diseases selected from aforementioned disease 
group e-1 , which comprises the step of administering the aforementioned medicament (1 ) to (38) to a mammal including 

25 a human; and a method for preventive and/or therapeutk: treatment of one or more diseases selected from aforemen- 
tioned disease group e -2 caused by NF- k B activation or inflammatory cytokine overproduction, which comprises the 
step of administering the aforementioned medicament (1) to (38) to a mammal including a human. 
[0016] The present invention further provides (1) a compound represented by the general fonnula (j-l) or a salt 
thereof, or a hydrate thereof or a solvate thereof: 



wherein represents 2-hydroxyphenyI group which may have a substituent in the 5-position or 2-acetoxyphenyI group 
• 40 which may have a substituent in the 5-position, represents a phenyl group substituted with two to Cq halogenated 
alkyi groups wherein said phenyl group may further have one or more substituents in addition to the two to C© 
halogenated alkyi groups, , provided that the following compounds are excluded: 



N- [3,5-bis(trifluoromethyl)phenyl]-2-hydroxybenzamide, 

N-[3,5-bis(trifluoromethyl)phenyG-5-chloro-2-hydroxybenzamide, 

N-[3,5-bis(trifluoromethyl)phenyn-5-bromo-2-hydroxybehzamide. 

N-[3,5-bis(trifIuoromethyl)phenyl]-2-hydroxy-5-iodobenzamide, 

N-[3,5-bis(trifluoromethyl)phenyl]-2-hydroxy-5-nitrobenzamide, and 

2-hydroxy-N-[2,3,5-tris(trifluoromethyl)phenyllbenzamide). 



50 

[0017] Preferred examples include: 

(2) the compound or a pharmacologically acceptable salt thereof, or a hydrate thereof or a solvate thereof wherein 
El is a phenyl group substituted with two to Cg alkyi groups each of which is substituted with one or more 
55 fluorine atoms wherein said phenyl group may further have one or more substituents in addition to the two to 

Cg alkyi groups which are substituted with one or more fluorine atoms; 



(3) the compound or a phannacologically acceptable salt thereof, or a hydrate thereof or a solvate thereof wherein 
£1 is a phenyl group substituted with two to Cg alkyi groups each of which is substituted with three or more 



30 
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fluorine atoms wherein said phenyl group may further have one or more substftuents in addition to the two to 
Cg alkyi groups each of which is substituted with three or more fluorine atoms; 

(4) the compound or a phartnacologically acceptable salt thereof, or a hydrate thereof or a solvate thereof wherein 
is a phenyl group substituted with two to Cg all<yl groups each of which is substituted with three or more 



fluorine atoms; , u i 

(5) the compound or a pharmacologically acceptable salt thereof, or a hydrate thereof or a solvate thereof wherein 
E"* is a group represented by the following formula : 



10 



15 




wherein one of R^^a and Rie3 represents hydrogen atom and the other represents a to Cg alkyI group substituted 
20 with three or more fluorine atoms, and R^^s represents a to Cg alkyl group substituted with three or more iRuorlne 

atoms; ^ u « u • 

(6) the compound or a pharmacologically acceptable salt thereof, or a hydrate thereof or a solvate thereof wherein 
E*" is 3,5-bis(trifluoromethyl)phenyl group, or 2,5-bis(trifluoromethyl)phenyl group; 

(7) the compound or a pharmacologically acceptable salt thereof, or a hydrate thereof or a solvate thereof wherein 
25 E"" is i2,5-bis(trifluoromethyl)phenyl group; 

(8) the compound or a pharmacologically accieptable salt thereof, or a hydrate thereof or a solvate thereof wherein 
is a group represented by the following formula : 



30 



35 




40 

wherein represents hydrogen atom or acetyl group, Riz represents hydrogen atom, a halogen atom, nitro group, 
cyano group, hydroxy group which may be substituted, amino group which may be substituted, a hydrocarbon 
group which may be substituted, a heteronng group which may be substituted, an acyl group which may be sub- 
45 stituted, an ureido group which may be substituted, a thioureido group which may be substituted, a diazenyl group 

which may be substituted; , u • 

(9) the compound or a phamriacologically acceptable salt thereof, or a hydrate thereof or a solvate thereof wherein 
A*" is hydrogen atom; 

(1 0) the compound or a phamriacologically acceptable salt thereof, or a hydrate thereof or a solvate thereof wherein 
50 Riz is hydrogen atom, a halogen atom, nitro group, cyano group, a to Cg alkoxy group which may be substituted, 

a di(Ci to Cg alkyl)-amino group, a C-, to Cg alkyl group which may be substituted, a C^ to Cg halogenated alkyl 
group which may be substituted, a Cg to Cg alkenyl group which may be substituted, a Cg to Cg alkynyl group 
which may be substituted, a Cg to C^q aryl group which may be substituted, a C7 to C^g aralkyi group which may 
be substituted, a 5 to 6 membered heteroaryl group which may be substituted, a C^ to Cg alkyl-cariDonyl group 
55 which may be substituted, a C^ to Cg alkoxyl-carbonyl group which may be substituted, a 5-membered heteroaryl- 

• sultonyl group which may be substituted, or diazenyl group which may be substituted; 

(11 ) the compound or a pharmacologically acceptable salt thereof, or a hydrate thereof or a solvate thereof wherein 
R12 is a halogen atom, a C^ to Cg alkyl groups which may be substituted, a Ci to Cg halogenated alkyl group which 
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may be substituted; and ' u * u ' 

(1 2) the compound or a phamiaco logically acceptable salt thereof, or a hydrate thereof or a solvate thereof wherein 

Riz is a halogen atom. 

[00181 Most preferably, the following compounds or phamiacologlcally acceptable salts thereof, or hydrates thereof 
or solvates thereof are provided. 

N-[3,5-bls(trifluoromethyl)phenyl]-5-fluoror2-hydroxybenzamide, 

N-[3,5-bis(trlfiuoromethyl)phenyll-5-cyano-2-hydroxybenzamide, 

N-[3,5-bis(trifluoromethyl)phenyl]-2-hydroxy-5-methylbenzamide, 

N-[3.5-bis(trifluoromethyl)phenyl]-5-(1,1'dimethyl)ethyl-2-hydroxybenzamide, 
- N-[3,5-bis(trifluoromethyl)phenyl]-2-hydroxy-5-(trifluoromethyl)benzamlde, 

N-[3.5-bis(trifiuoromethyl)phenyl]-2-hydroxy-5-(1 ,1 ,2,2,2-pentafluoroethyl)benzamide, 

N-(3,5-bis(trifluoromethyl)phenyl)-2-hydroxy-5-(2-phenylethen-1-yl)benzamid^ 
. N'[3,5-bls(trifluor6methyl)phenyl]-5-(2,2-dicyanoethen-1-yl)-2-hydroxybenzamide, 

3-{{3-[3,5-bis(trif luoromethyl)phenyl]carbamoyI}-4-hydroxyphenyl)-2-cyanoacrylic acid methyl ester. 

3-({3-[3,5-bis(trifluoromethyl)phenyl]carbamoyl}-4-hydroxyphenyl)-2-cyanoacrylic acid, 

N-i3.5-bis(trifluoromethyl)phenyl]-5-ethynyl-2-hydroxybenzamide, 

N-[3,5-bis(trifluoromethyl)phenyl]-2-hydroxy-5-(phenyIethynyl)benzamide, . 

N-[3,5-bls(trrfIuorbmethyl)phenyl)-2-hydro)cy-5-[(trimethyisll^^ 

N-[3,5-bis(trlfluoromethyl)phenyl]-4-hydroxybfphenyl-3-carboxamide, 

N-[3,5-bis(trifluoromethyl)phenyl]-2-hydroxy-5-(2-phenylethyl)benzamide, 

N-[3,5-bis{trifluoromethyl)phenyl]-2-hydroxy-5-(3-thienyl)benzamide, 

N-[3,5-bis(trifluoromethyl)phenyl]-2-hydroxy-5-(1-pyrrolyl)benzamide. 

N-[3,5-bis(trifluoromethyl)phenyO-2-hydroxy-5-(2-methylthiazol-4-yl)benzam 

N-[3.5-bis(trifluoromethyl)phenyl]-2-hydroxy-5-(2-pyridyl)benzamide, 

N-[3,5-bis{trifluoromethyl)phenyl]-5-dimethylamino-2-hydroxybenzamide, 

5-benzoylamino-N- [3,5-bls(trifluoromethyl)phenyl]-2-hydroxybenzamide, 

N3-[3,5-bis{trifluorpmethyl)phenyl]-4-hydroxy-N'',Ni-dimethyliso phthalamide, 

N^N3-bis[3,5-bis(trifluoromethyl)phenyl]-4-hydroxyisophthalamide, 

N-[3,5-bis(trif luoromethyl)phenyl]-2-hydroxy-5-(piperldlne-1 -carbonyl)benzamide, 

N-[3;5-bis(trifluoromethyl)phenyn-2-hyclr6xy-5-(4-benzylpiperidine-1-carbon^^^ 

N-[3,5-bis(trifluoromethyl)phenyG-5-dimethyIsulfamoyl-2-hydroxybenzamide, 

N-[3,5-bis(trifluoromethyl)phenyO-2-hydroxy-5-(pyrrole-1'SUlfonyl)benzamide, 

5-acetyl-N-[3,5-bis(trifluoromethyl)phenyl]-2-hydroxybenzamlde, 

N-[3,5-bis(trifluoroniethyl)phenyO-2-hydroxy-5-isobutyrylbenzamide, 

N-[3,5 bis(trifluoromethyl)phenyn-4-hydroxyisophthalamic acid methylester, 

N-[3.5-bis(trlfluoromethyl)phenyl]-2-hydroxy-5-[(4-nltrophenyl)diazenyIJbenzamide, 
.N-[3,5-bis(trifluoromethyl)phenyl)-2-hydroxy-5-({[(4-pyrldin-2-yl)sulfamoyl]phenyl}dlazenyl)benzamW 

N-[3',5-bis(trifluoromethyl)phenyl]-2-hydroxy-5-[(3-phenyl)ureido]benzamide, 

N-[3,5-bis(trrfluoromethyl)phenyl]-2-hydroxy-5-[(3-phenyl)thioureldo]benzamide, 

N-[3,5-bis(trifluoromethyl)phenyl]-2-hydroxy-5-(1 -hydroxyethyObenzamlde, 

N-[3,5-bis(trlfluoromethyl)phenyl]-2-hydroxy-5-methoxybenzamlde, 

N-[3,5-bls(triflubromethyl)phenyl]-2-hydroxy-5-[1-(methoxyimino)ethyGbenzamide, 

5-{1- [(benzyloxy)imino]ethyl}-N-[3,5-bls(trifluoromethyl)phenyl]-2-hydroxybenzamide, . 

N-[2.5-bis(trifluoromethyl)phenyO-5-chloro-2-hydroxybenzamide, 

N-[2,5-bis(trifluoromethyl)phenyl]-5-bromo-2-hydroxybenzamide, 

2-acetoxy-N-[3,5-bis(trifluoromethyl)phenyl]benzamide, 

2-acetoxy-N-[2,5-bis(trifluoromethyl)phenyl]-5-chlorobenzamide, and 

2-acetoxy-N-[3.5-bis(trlfluoromethyl)phenyl]-5-chlorobenzamide. 

[0019] The present Invention further provides the compound represented by the following general fomiula (1-2) or a 
pharmacologically acceptable salt thereof, or a hydrate thereof or a solvate thereof: 
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O 



5 




(1-2) 



H 



wherein Z2 represents 2-hyclroxyphenyl group which may be substituted in the 5-position, or 2-acetoxyphenyl group 
10 which may be substituted in the 5-position, £2 represents a phenyl group whose 3-position or 5-position is substituted 
with a C-, to Cg halogenated a!!<yl group wherein said phenyl group may further have one or more substituents (except 
when the substituent Is a to Cq halogenated alky! group) in addition to the to Cg halogenated alkyl group in the 
3-position or 5-position. provided that the following compounds are excluded: 

15 5-chloro-2-hydroxy-N-[3-(trifluoromethyl)phenyl]ben2amide, 
5-bromo-2-hydroxy-N-[3-(trlfluoromethyl)phenyl]ben2amide, 
2-hydroxy-5-lodo-N-[3-(trifiuoromethyl)phenyl]ben2amide, 

5- chlorp-N-(4-chIoro-3-(trifluoromethyi)phenyl)-2-hydroxybenzamide, 
5rchloro-N-[5-chloro-3-(trifluoromethyl)phenyl]-2-hydroxybenzamide, 

20 5-chloro-2-hydroxy-N-[4-nitro-3-(trilluoromethyl)phenyl)benzam!de, 

6- fluoro-2-hydroxy-N-[2-(2,2,2-triflu6roethoxy)-5-(trmuoromethyl)phenyl]benzamide, 
5-fiuoro-2-hydroxy-N-[2-(6,6,6-trifluorohexyioxy)-5-(trifluoromethyi)phenyl]benzam 
5-chloro-2-hydroxy-N- (3-trifluoromethyi-4-{[4-(trifiuoromethyi)sulfanyl]phenoxy}-pheny^ 
N-[4-(benzothiazol-2-yl)sulfanyl-3-(trifluoromethyl)phenyl]-5-chloro-2hydroxybenzamlde 

25 5-chloro-N-[2-(4-chlorophenoxy)-5-(trifluoromethyl)phenyl]-2-hydroxybenzamide, 
5-chloro-2-hydroxy-N-[2-(4-methylphenoxy)-5-(trifiuoromethyl)phenyl]benzamide, 
5-chloro-N-[2-(4-chlorophenyl)sulfanyl-5-(trifluoromethyl)phenyl]-2-hydroxybenzamide 
5-chloro-2-hydroxy-N-[2-(1-naphthyloxy)-5-(trifluoromethyi)phenyl]benzamide, and 
5-chlorb-2-hydroxy-N-[2-(2-naphthyloxy)-5-(trifluoromethyl)phenyl]benzamide. 



(2) the compound or a pharmacologically acceptable salt thereof, or a hydrate thereof or a solvate thereof wherein 
E2 is a phenyl group whose 3-position or 5-position is substituted with a to Cq allcyl group which is substituted 
with one or more fluorine atoms wherein said phenyl group may have one or more substituents (except when the 
substituent is a to Cg halogenated alkyl group) In addition to the to Cg alkyl group in the 3-position or the 
5-position which is substituted with one or more fluorine atoms; 

(3) the compound or a phamnaco logically acceptable salt thereof, ora hydratethereof or a solvate thiereof wherein 
E2 is a phenyl group whose 3-posltlon or 5-posltion Is sut>stituted with a to Cg alkyl group which is substituted 
with three or more fluorine atoms wherein said phenyl group may have one or more substituents (except when the 
substituent is a C^ to Cg halogenated alkyl group) In addition to the C^ to Cg alkyl group in the 3-position or the 
5-position whteh Is substituted with three or more fluorine atoms; 

(4) the compound or a phannacologicaliy acceptable salt thereof, ora hydrate thereof or a solvate thereof wherein 
£2 is a phenyl group whose 3-position or 5-position is substituted with a C^ to Cg alkyl group which is substituted 
with three or more fluorine atoms wherein said phenyl group may have one or more substituents selected from 
the following substituent group r^e In addition to the C^ to Cg alkyl group in the 3-posltlon or 5-position which is 
substituted with three or more fluorine atoms: 

[substituent group y-Ve] a halogen atom, nitro group, cyano group, a C^ to Cg alkyl group which may be sub- 
stituted, a 5 to 6 membered nonaromatic heteroring group which may be substituted, a C\ to Cg alkoxy group 
which may be substituted, a C^ to Cg alkyl-suffanyl group which may be substituted; 

(6) the compound or a pharmacologically acceptable salt thereof, or a hydrate thereof or a solvate thereof wherein 
E2 is 3-(trlfluoromethyl)phenyl group, 2-fluor6-3-(trifluoromethyl)pheny! group, 2-fIuoro-5-(trifluoromethyl)phenyl 
group, 2-chloro-5-(trifluoromethyl)phenyl group, 3-fluoro-5-(trifluoromethyl)phenyl group, 3-bromo-5-(trifluorome- 
thyl)phenyi group. 4-fluoro-3-{trifluoromethyi)phenyl group, 4-chloro-3-(trifluoromethy!)phenyl group, 2-nitro-5-(tri- 
fluoromethyl)phenyl group, 4-nitro-3-(trifluoromethyOphenyl group, 4-cyano-3-(trifluoromethyl)phenyl group, 2-me- 
thyl-3-(trifluoromethyI)phenyl group, 2-methyl-5-(trifluoromethyl)phenyl group, 4-methyl-3-(trifluoromethyl)phenyl 
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[0020] Preferred examples Include: 
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group 2-methoxy-5-(trifluoromethyl)phenyl group, 3-methoxy-5-{trifluoromethyl)phenyrgroup. 4-methoxy-3-(tnf- 
luoromethyl)phenyl group, 2-(methylsulfanyI)-5-(trifIuoromethyl)phenyl group, 2-(1-pyrrolidino)-5-(trifluoromethyl) 
phenyl group, or 2-morphoIino-5-(trifluoroitiethyl)phenyl group; 

(7) the compound or a pharmacologically acceptable salt thereof, or a hydrate thereof or a solvate thereof wherein 
2? is a group represented by the foi lowing fomiula: 




wherein AS.represents hydrogen atom or acetyl group, R2z represents a halogen atom, a 0^ to Cg alkyi group or 
a Ci to Cg hailogenated alkyi group; ^ , . 

(8) the compound or a pharmacologically acceptable salt thereof, or a hydrate thereof or a solvate thereof wherein 

A2 is hydrogen atom; and .... 

(9) the compound or a pharmacologically acceptable salt thereof, or a hydrate thereof or a solvate thereof wherein 

R2z is halogen atom. 

[0021] Most preferabiy,.the following compounds or phamiacologically acceptable salts thereof, or hydrates thereof 
or solvates thereof are provided: 

6-chloro-N-[2-fluoro-3-(trifluoromethyl)phenyQ-2-hydroxybenzamide, 
6-chloro-N-[2-flupro-5-(trifluoromethy!)phenyl]-2-hydroxybenzamide, 
5-chloro-N-[2-chloro-5-(trlfluoromethyl)phenyl]-2-hydroxybenzamide, 

5- bromo-N-[2-chloro-5-(trifiuoromethyl)phenyll-2-hydroxybenzamide, 
2-acetoxy-5-chloro-N-[2-chldro-5-(trifluoromethyl)phenyl]benzamlde, 
N-[2-chloro-5-{trifluoromethyl)phenyl]-2-hydroxy-5-methylbenzamide, 

6- chloro-N-[3-fluoro-5-(trifluoromethyl)phenyl]-2-hydroxybenzamide. 
5-bromo-N-[3-bromo-5-(trlflupromethyI)phenyI]-2-hydroxybenzamide, 
5-chloro-N-[3-fluoro-5-(trifluoromethyl)phenyO-2-hydr9xybenzamide, 
5-chloro-N-[4-fluoro-3-(tr'ifluoromethyl)phenyl]-2-hydroxybenzamide, 
5-bromo-N-[4-chloro-3-(trlfluoromethyl)phenyl]-2-hydroxybenzamide, 
N-[4-chIoro-3-(trifluoromethyl)phenyl]-2-hydroxy-5-methylbenzamide, 
5-chloro-2-hydroxy-N-[2-nitro-5-(trifluoromethyl)phenyl]benzamide, 
5-bromo-N-[4-cyano-3-(trifluoromethyl)phenyl]-2-hydroxybenzamide, 
5-chloro-2-hydroxy-N-[2-methyl-3-(trifluoromethyl)phenyl]benzaniide, 

5- chloro-2-hydroxy-N-[2-methyl-5-(trifIuoromethyl)phenyl]benzamide, 
2>hydroxy-5-methyl-N-[2-methyl-5-(trifluoromethyl)phenyl]benzamide, 

6- chloro-2-hydroxy-N-[4-methyl-3-(trifluoromethyl)phenyl]benzamide, 
2-hydroxy-5-methyl-N-(4-m.ethyl-3-(trifluoromethyl)phehyl]benzamlde, 

5- brom6-2-hydroxy-N-[2-methoxy-5-(trifluoromethyl)phenyl]benzamide, 

6- chIoro-2-hydroxy-N-[2-methoxy-5-(trifluoromethyl)phenyl]benzamide. 
2-hydroxy-N-[2-methoxy-5-(trifluoromethyl)phenyll-5-methyIbenzamide, 
5-bromo-2-hydroxy-N-[3-methoxy-5-(trifluoromethyl)phenyI]benzamide, 
5-chloro-2-hydroxy-N-[4-methoxy-3-{trrfluoromethyl)pheny!]benzamide, 
2-hydroxy-N-[4-methoxy-3-(trifluoromethyl)phenyl]-5-methylbenzamide, 
5-chloro-2-hydro)cy-N-[2-methylsulfanyI-5-(trifluoromethyl)phenyl]benzamide, 
5-chloro-2-hydroxy-N-[2-(1-pynrolidlno)-5-(trifluoromethyl)phenyl]benzamide, and 
5-chloro-2-hydroxy-N-[2-morpholino.-5-(trtfluoromethyl)phenyl]benzamide. 

[0022] Furthermore, the present invention provides (1) the compound represented by the following gerieral fomnula 
(1-3) or a pharmacologically acceptable salt thereof, or a hydrate thereof or a solvate thereof 
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O 

. Z-^H'^ <,_3> 

wherein represents 2-hydroxyphenyl group which may be substituted in the 6-position or 2-acetoxyphenyl group 
10. which may be substituted in the 5-positiori, represents a group represented by the following formula: 



15 




wherein R3e2 and may be the same or different and each represents hydrogen atom, a hydrocarbon group which 
may be substituted, or hydroxy group which may be substituted, except that where both of and are hydrogen 
atoms is excluded, R^es represents a C2 to Cg hydrocarbon group which may be substituted. 
25 [0023] Preferred examples include: 

(2) the compound or a phamiacologically acceptable salt thereof, or a hydrate thereof or a solvate thereof wherein 
R3e2 and R^es may be the same or different and each represents hydrogen atom, a to Cg all<yl group which 
may be substituted, or a to Cg alicoxy group which may be substituted, provided that where both of R3e2 and 

30 R3«3 are hydrogen atoms is excluded, is a C2 to Cg all<yl group which may be substituted; 

(3) the compound or a pharmacologically acceptable salt thereof , or a hydrate thereof or a solvate thereof wherein 
E3 is 2,5-bis[(1 ,1 -dimethyl)ethyl]phenyl group, 3,5-bis[(1 ,1 -dimethyl)ethyOphenyl group, or 5-(1 ,1 -dlmethyl)ethyl- 
2-methoxyphenyl group; 

(4) the compound or a phamiacologically acceptable salt thereof, or a hydrate thereof or a solvate thereof wherein 
35 2?\8a group represented by the following fomiula: 



40 



45 




wherein represents hydrogen atom or acetyl group, R^ represents a halogen atom, a to Cg aikyi group, or 
aC^ to Cg halogenated alicyl group; 
so (5) the compound or a phamiacologically acceptable salt thereof, or a hydrate thereof or a solvate thereof wherein 

A3 is hydrogen atom; 

(6) the compound or a phamiacologically acceptable salt thereof, or a hydrate thereof or a solvate thereof wherein 
R32 is halogen atorn. 

55 [0024] Most preferably, the following compounds or pharmacologically acceptable salts thereof, or hydrates thereof 
or solvates thereof are provided: 

N-{2,5-bis[(1 ,1 -dimethyl)ethyl]phenyl}-5-chIoro-2-hydroxybenzamide, 
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N-{2,5-bls [(1 ,1 -dimethyl)ethyl] phenyl}-2-hydroxy-5-methylbenzamide, 
N-{3,5-bis[(1 ,1-dimethyl)ethyl] phenyll-5-chloro-2-hydroxybenzannide, 
N-{3,5-bis[(1,1-dimethyl)ethyl] phenyI)-5-bromo-2-hydroxybenzamide. 
N-{3,5-bis[(1 ,1 -dimethyl)ethyl] phenyl}-2-hydroxy-5-methylbenzarnide, 
5 2-acetoxy*N-{3,5-bis[(1 , 1 -dinnethyl)ethyl] phenyl}-5-chlorobenzamide, 

5-chloro-N-[5-(1 ,1 -dlmethyl)ethyl-2-methoxyphenyl]-2-hydroxybenzamide, 
N-[5-(1 ,1 -dimethyl)ethyl-2-methoxyphenyl]-2-hydroxy-5-benzamide, and 
2racetoxy-5<shloro-N-(5-(1 , 1 rdimethyl)ethyl-2-methoxypheny!lbenzamide. 

10 [0025] The present invention further provides (1) the compound represented by the following general fomnula (1-4) 
or a pharmacologically acceptable salt thereof, or a hydrate thereof or a solvate thereof: 



O 




(1-4) 



H 



wherein represents 2-hydroxyphenyl group which may be substituted in the 5-positlon.or 2-acetoxyphenyl group 
which may be substituted in the 5-positipri. is a group represented by the following fonnula : 



25 




wherein represents a hydrocarbon group which may be substituted, represents a halogen iatom, cyano group, 
acyl group which may be substituted, or a heteroring group which may be substituted. 
35 [0026] Preferred examples include: 

(2) the compound or a pharmacologically acceptable salt thereof , or a hydrate thereof or a solvate thereof wherein 

represents a to Cg alkyi group which may be substituted, a to Cg halogenated alkyl group which may 
be substituted, or a Cg to C^q aryi group which may be substituted, represents a halogen atom, cyano group, 
40 a C. to Cg allcyl^arbonyl group which may be substituted, a Cg to C^q aryl-carbonyl group which may be substituted. 

. a to Cs alkoxy-carbonyl group which may be substituted, or a 6-membered nonaromatic heteroring group which 
may be substituted; 

(3) the compound or a pharmacologically acceptable salt thereof, or a hydrate thereof or a solvate thereof wherein 
is 5-bromo-4-[{1 ,1 -dimethyl)ethyl]thiazoI-2-yl group, 

45 

5-bromo-4-(trifluoromethyl)thiazol-2-yl group, 
5-cyano-4-[(1 ,1 -dimethyl)ethyl]thiazol-2-yl group, 

4- (1 ,1 -dimethyl)ethyl-5-[(2.2-dimethyl)propionyl]thiazol-2-yl group. 

5- acetyl-4-phenylthiazol-2-yl group, 5-benzoyl-4-phenylthiazol-2-yi group. 
50 4-(1,1-dimethyI)ethyl-5-(ethoxycarbonyl)thiazol-2-yl group, 

5-ethoxycarbonyi-4-(trifluorpmethyl)thiazol-2-yl group, 
5-ethoxycarbonyl-4-phenyIthiazol-2-yl group, 
5-ethoxycarbonyl-4-(pentafluorophenyl)thiazol-2-yl group, 
4- (1 , 1 -dimethyl)ethyr-S-piperidinothiazol-2-yl group, 
55 4- (1,1-dimethyl)ethy!-5-morpholinothiazol-2-yl group, 

4-(1 ,1 -dimethyl)ethyl-5-(4-methyIpiperidin-1 -yl)thiazol-2-yl group, or 
4-(1 , 1 -dimethyl)ethyI-5-(4-phenylpiperidin-1 -yI)thlazo!-2-yl group; 
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10. 



15 



25 



45 



(4) the compound or a phamiacologically acceptable salt thereof, or a hydrate thereof or a soh^ate thereof wherein 
E4 is 4-(1,1-dimethyl)ethyl-5-[(2,2-dimethyl)propionyllthiazol-2-yl group; , ^ . 

(5) the compound or a pharmacologically acceptable salt thereof, or a hydrate thereof or a solvate thereof wherein 
is a group represented by the following fomnula: 




wherein represents hydrogen atom or acetyl group, R^^ represents ia halogen atom, a Cg to C^q aryl group 
which may be substituted, or a 5-membered heteroaryl group; , u • 

(6) the compound or a phamiacologically acceptable salt thereof, or a hydrate thereof or a solvate thereof wherein 

is hydrogen atom; and u • 

20 (7) the compound or a pharmacologically acceptable salt thereof, or a hydrate thereof or a solvate thereof wherein 

is a halogen atoms. 

[0027] Most preferably, the following compounds.or pharniacologically acceptable salts thereof, or hydrates thereof 
or solvates thereof are provided. 



5-bromo-N-{5-bromo-4-[(1 , 1 -dimethyl)ethyl]thiazol-2-y l}-2-hydroxybenzamide, 

5- bromo-N-{5-hromo-4-(trifluoromethyl)thiazol-2-yl]-2-hydroxybenzamlde. 

6- chloro-N-{6-cyano-4-[(1 ,1 -dimethyl)ethyllthiazol-2-yl}-2-hydroxybenzamlde, 
5-bromo-N-{5-cyano-4-[(1 ,1 -dlmethyl)ethyl]thiazol-2-yl}-2-hydroxybenzamide. 

30 5-chloro-N-{4-(1 ,l-dimethyl)ethyl-5-[(2,2-dimethyl)propionyl]thiazol-2-yl}-2-hydroxybenzamide, 

5-bromo-N-{4-(1 ,l-dimethyl)ethyI-5-[(2.2.dimethyI)propionyl]thiazol-2-y!}-2-hydroxybenzami^ 
N-(5-acety!-4-phenylthiazol-2-yl)-5-bromo-2-hydroxybenzamlde, 
N-(5-benzoyl-4-phenylthiazol-2-yl)-5-bromo-2-hydroxybenzamide, 

2-(5-bromo-2-hydroxybenzoyl)amino-4-[(1 ,1 -dimethyl)ethyl]thiazol- 5-carboxylic acid ethylester, 
35 2-(5-bromo-2-hydroxybenzoyl)amino-4-(trifluoromethyl)thiazol-5-carboxylic acid ethylester. 

2-(5-chloro-2-hydroxybenzoyl)amino-4-phenylthiazol-5-carboxylic acid ethylester, 
2-(5-bromo-2-hydro)^enzoyi)amino-4-phiBnylthiazol-5'<5arboxylic acid ethylester 
2-[(4-hydroxybiphenyl)-3-carbonyl]amino-4-phenylthiazoI-5-carboxyric acid ethylester, 
: 2-[(4'-fluoro-4-hydroxybiphenyI)-3-carbonyl]amino-4-phenylthiazol-5-carboxy!ic acid ethylester. 
40 2-[(2'4'-difluoro-4-hydroxybiphenyl)-3-carbonyl)amino-4-phenylthiazo!-5K;arboxyllca 

2-{[4-hydroxy-4'-(trifluoromethyl)biphenyl]-3-caii3onyl}amino-4-phenylthlzol-5^ acid ethylester, 

2-[2-hydroxy-5-{1 -pyrrolyl)benzoyl]amino-4-phenylthiazol-5-carboxylic acid ethylester, 
2-[2-hydroxy-5-(1 -thienyl)benzoyl]amino-4-phenylthiazol-5-carboxylic acid ethylester, 
2-(5-bromo-2-hydroxybenzoyl)amino-4-(pentafluorophenyl)thiazol-5-carboxylic acid ethylester, 
5-bromo-N-[4-(1 ,1 -dimethyl)ethyl-5-piperidinothiazol-2-yl]-2-hydroxybenzamide, 
5-bromo-N- [4-(1 ,1 -dimethyl)ethyl-5-morpholinothiazol-2-yl]-2-hydroxybenzamide, 
5-bromo^N-[4-(1 ,1 -dimethyl)ethyl-5-(4.methylpiperidin-1 -yl)thlazol-2-yll-2.hydroxybenzamide, and 
5-bromo-N-[4-(1 ,1 -dimethyl)ethyl-5-(4-phenyIpiperidin-1 -yl)thiazoI-2-yll-2-hydroxybenzamide. 

so Best Mode for Canylng out the Invention 

[0028] The terms used in the present specification have the following meanings. 

[0029] As the halogen atom, any of fluorine atom, chlorine atom, bromine atom, or iodine atom may be used unless 
othenwise specifically referred to. 
55 [0030] Examples of the hydrocarbon group include, for example, an aliphatic hydrocarbon group, an aryl group, an 
arylene group, an aralkyi group, a bridged cyclic hydrocarbon group, a spiro cyclic hydrocarbon group, and a terpene 

[OOair^E*^^^ of the aliphatic hydrocarbon group include, for example, alkyi group, alkenyl group, alkyhyl group. 
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alkylene group alkenylene group, alkylidene group and the like which are straight chain orbranched chain monovalent 
or bivalent acyclic hydrocarbon groups; cycloalkyi group, cycloalkenyl group, cycloalkanedlenyl group, cyoloalkyl-alkyi 
group, cycloalkylene group, and cycloalkenylehe group, which are saturated or unsaturated monovalent or bivalent 

alicyclic hydrocarbon groups. , ^ , . ^ , 

[0032] Examples of the alkyi group Include, for example, methyl, ethyl, n-propyl, isopropyl. n-butyl. isobutyl. sec- 
butyl tert-butyl. n-pentyi. isopentyl, 2-methylbutyl, 1-methylbutyl. neopentyl, 1,2-dimethylpropyl. 1-ethylpropyl, n-hexy . 
4-methylpentyl, 3-methylpentyl, 2-methyipentyi, 1-methylpentyl. 3.3-dimethylbutyl. 2,2-dimethylbutyl. 1.1 -dimethyl- 
butyl 1 2-dlmethylbutyl. 1 .S-dimethylbutyl. 2.3-dimethylbutyl , 2-ethylbutyl, 1 -ethylbutyl, 1 -ethyl-1 -methyl propyl, n-hep- 
tyl. n'-octyl, n-nonyl, n-decyl. n-undecyl. n-dodecyl. n-tridecyl. n-tetradecyl, and n-pentadecyl group, which are Ci to 
C.s straight chain or branched chain alkyI groups. , ^ . ^ , 

[0033] Examples of the alkenyl group include, for example, vinyl, prop-1 -en-1 -yl, allyl. isopropenyl, but-1 -en-1 -yl, 
but-2-en-1 -yl. but-3-en-1 -yl, 2-methylprop-2-en-1 -yl. 1 -methylprop-2-en-1 -yl. pent-1 -en-1 -yl, pent-2-en-1 -yl. pent-3-en- 
l-yl pent-4-en-l-yl, 3-methylbut-2-en-1-yl, 3-methylbut-3-en-1-yl, hex-1-en-1-yl, hex-2-en-1 -yl, hex-3-en-1-yl, hex- 
4-en-1 -yl hex-5-en-1 -yl, 4-methylpent-3-en-1 -yl, 4-methylpent-3-en-1 -yl. hept-1 -en-1 -yl, hept-6-en-1 -yl. oct-1 -en-1 -yl, 
oct-7-en-l-yl. non-1 -en-1 -yl. non-8-en-1-yl, dec-1-en-1-yl. dec-9-en.1-yl. undec-i-en-1-yl. undeic-10-en-1-yl. dodec- 
1 -en-1 -yl, dodec-1 1-en-1 -yl, trldec-1 -en-1 -yl, tridec-12-en-1 -yl, tetradec-1 -en-1-yl, tetradec-13:en-1-yl, pentadec-1 -en- 
1-yl and'pentadec-14-en-1-yl group, which are to C,5 straight chain or branched chain alkenyl groups. 
[00341 Examples of the alkynyl group include, for example, ethynyl, prop-1 -yn-1 -yl, prop-2-yn-1-yl, but-1 -yn-1 -yl, but- 
3-yn-1-yl 1 -methylprop-2-yn-1 -yl. pent-1 -yn-1 -yl, pent-4-yn-1-yl. hex-1-yn-1-yl. hex-5-yn-1 -yl. hept-1-yn-1-yl, hept- 
6-yn-1-yl oct-1 -yn-1 -yl, oct-7-yn-1-yl. non-1 -yn-1 -yl. non-8-yn-1-yl. dec-1-yn-1-yl. dec-9-yn-1-yl. undec-1-yn-1-yl. un- 
dec^lO-yn-l-yl dodec-1-yn-1-yl. dodec-1 1 -yn-1 -yl. tridec-1-yn-1-yl, tridec-12-yn-1-yl. tetradec-1 -yn-1 -yl. tetradec- 
1 3-yn-1-yl, pentadec-1 -yn-1 -yl, and pentadec-1 4-yn-1 -yl group, which are to C^s straight chain or branched chain 

roOMl' ^ Btariptes of the alkylene group include, for example, methylene, ethylene, ethane- 1 . 1 -diyl. propane-1 ,3-diyl, 
propane-1 ,2-diyl, propane-2;.2-diyl, butane-1 .4-diyl, pentane- 1 ,5-dlyl, hexane- 1 .6-diyl, and 1 ,1 ,4.4-tetramethylbutane- 
1 4-diyl group, which are C, to Cg straight chain or branched chain alkylene groups. . 

[0036] Examples of the alkenylene group include, for example, ethene-1 ,2-diyl, propene-1 .3-dlyl. but-1 -ene-1 .4-dlyl. 
but-2-ene-1 .4-diyl, 2-methylpropene- 1,3-diyl, pent-2-ene-1 .S-diyl. and hex-3-ene-1 ,6-dlyl,group, which are C, to Cg 
straight chain or branched chain alkylene groups, 

[0037] Examples of the alkylidene group include, for example, methylidene. ethylidene. propylidene, isopropylidene. 
butylidene pentylidene. and hexyliderie, which are C, to Cg straight chain or branched chain alkylidene groups. 
[0038] Examples of the cycloalkyi group include, for example, cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl, qr- 
cloheptyl, and cyclooctyl, which are C3 to Cg cycloalkyi groups. ^ 
[0039] The aforementioned cycloalkyi group may be fused with benzene ring, naphthalene nng and the like, and 
examples Include, for example, 1-!ndanyl. 2-lndanyl, 1,2,3.4-tBtrahydronaphthalen-1-yl, and 1 ,2,3,4-tetrahydronaph- 
thaIen-2-yl group. 

[00401 Examples of the cycloalkenyl group includes.for example. 2-cyclopropen-1 -yl. 2-cyclobuten-1 -yl, 2-cyclopent- 
en-1-yl. 3-cyclopenten-1-yl, 2-cyclohexen-1-yl, 3-cyclohexen-1-yl, 1-cyclobuten-1- and 1-cyclopenten-1-yl group, 
whfch are C3 to Ce cycloalkenyl groups. ' .1 , ...u . u =„h 

[00411 The aforementioned cycloalkenyl group may be fused with benzene nng, naphthalene nng and the like, and 
examplesinclude,forexample.1-indanyl.2-indanyl.1.2.3.4-tetrahydronaphtha!en-l-yl,1.2,3,4,-tetrahydronaphtha!en- 

2-yl. 1-indenyl. and 2-lndenyl group. . . , ^ . . \. ^■ 

[0042] Examples of the cycloalkanedienyl group include, for example, 2.4-cyclopentadien-1 -yl. 2.4-cyclohexanedien- 
1 -yl and 2,5-cyclohexanedlen-1 -yl group, which are C5 to Cg cycloalkanedienyl groups. 

[00431 The aforementioned cycloalkanedienyl group may be fused with benzene ring, naphthalene ring and the like, 
and examples of the group include, for example, 1-lndenyl and 2-indenyl group. _ 
[0044] Examples of the cycioallq«l-alkyl group include the group in which one hydrogen atom of alkyi group is sub- 
stituted with cycloalkyi group, and include, for example, cyclopropylmethyl. 1 -cycloprapylethyl. 2cyclopropylethyl, 3-cy- 
clbpropylpropyl. 4-cyclopropylbutyl, S-cydopropyipentyi, 6-cyclopropylhexyl. cyclobutylmethyl. cyclopentylmethyl, cy- 
clobutylmethyl, cyclopentylmethyl, cyclohexylmethyl, cyclohexylpropyl, cyclohexylbutyl. cycloheptylmethyl. cycloootyl- 
methyl, and 6-cyclooctylhexyl group, which are C4 to cycloalkyl-alkyi groups. 

[0045] Examples of the cycloalkylene group include, for example, cyclopropane-1 ,1 -diyl, cyclopropane-1 ,2 -diyl, cy- 
clobutane-1 1 -diyl, cyclobutane-1 ,2-diyl, cyclobutane-1 ,3-diyl. cyolopentane-1 .1 -diyl. cyclopentane-1 .2-diyl. cyclopen- 
tane-1 3-diyi cyclohexane-l.l-diyi, cyclohexane-1 .2-diyl, cyclohexane-1 .3-diyl, cydohexane-l , 4-diyl, cycloheptane- 
1 ,1 -diy'l, cycloheptane-1 .2-dlyl, cyclooctane-1 .1 ,-diyl. and cyclooctane-1 .2-diyl group, which are Cgto Cg cycloalkylene 

[0046] Examples of the cycloalkenylene group include, for example, 2-cyclopropene-1 .1 -diyl, 2-cyclobutene-1 ,1 -diyl, 
2-cyclopentene-l.l-diyl, 3-cyclopentene-1 .1 -diyl, 2-cyclohexene-1,1-diyl, 2-cyclohexene-1 ,2-diyl, .2-cyclohexene- 
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1.4-dlyl, 3-cyc!ohexene-1,1-diyl. 1 -cyclobutene-1 ,2-dlyl. 1^clopentene-1.2-diyl, and 1 -cyclohexene-1 .2-dtyl group, 
which are Cg to Ce cycloalkenylene groups. . '^^ ^ 

[0047] Examples of the aryl group include a monocyclic or a fused polycyclic aromatic hydrocarbon group, and in- 
clude, for example, phenyl, 1 -naphtyl, 2-naphtyl. anthryl, phenanthryl, and acenaphthylenyl group, which are Cq to C^^ 

[Oo'^^^TTie aforementioned aryl group may be fused with aforementioned C3 to Cq cycloalkyi group, C3 to Cg cy- 
cloalkenyl group. C5 to Cq cycloalkanedienyl group or the like, and the example of the group include, for example. 
4-indanyl 5-indanyl, 1,2.3,4-tetrahydronaphthalen-5.yl, . 1,2,3,4-tetrahydronaphthalen-6-yl, . 3-acenaphthenyl. 
4-acenaphthehyl, inden-4-yI. inden-5-yl, inden-6-yl. inden-7-yl. 4-phenalenyl, 5-phenalenyl. 6-phenalenyl. 7-phenale> 
nyl, 8-phenalenyl, and 9-phenalenyi group. . . ^ , u*u 

[0049] Examples of the arylene group include, for example, 1 ,2-phenylene, 1 .3-pheny!ene, 1 ,4-phenyIene. naphtha- 
lan e-1 .2-diy I, naphthalene-1,3-diyl, naphthalene-1 ,4-diyl, naphthalene-1 .5-diyl. naphthalene-1.6-diyl, . naphthalene- 
1.7.diyl, naphthalene-1 .8-diyl, naphthalene-2.3-diyl. naphthalene-2,4-diyl. naphthalene-2,5-diyl. naphthalene-2,6-diyl. 
naphthaIene-2,7-diyl, naphthaIene-2,8-diyl. and anthracene-1 ,4-diyl, which are Cq to. 0^4 arylene groups. 
[0050] Examples of the aralkyl group include the group In which one hydrogen atom of alkyl group Is substituted with 
aryl group and include, for example, benzyl. 1-naphtylm ethyl. 2-naphtylmethyl, anthracenylmethyl. phenanthrenyl me- 
thyl acenaphthylenylmethyl, diphenylmethyl, 1-phenethyl. 2-phenethyl, 1-(1-naphthyl)ethyl, 1-{2-naphthyl)ethyl. 
2-(l'-naphthyl)eth 2-(2-naphthyl)ethyl, 3-phenylpropyl. 3-(1-naphthyl)propyl, 3-(2-naphthyl)propyl, 4-phenylbutyl. 
4-{1-naphthyl)butyl. 4-(2-naphthyl)butyl, 5-phenylpentyl. 5-(1-naphthyl)pentyl. :5-(2-naphthyl)pentyl. 6-phenylhexyl. 
6-(i -naphthyl)hexyl. and 6-(2-naphthyOhexyl group, whfch are C7 to aralkyl groups. 

[0051] Examples of the bridged cyclic hydrocarbon group include, for example, bicyclo[2.1 .p]pentyl, bicyclo[2.2.1] 

heptyl,bicyclo[2.2.1]octyl. and adamanty group. . rA 

[0052] Examples of the spiro cyclic hydrocarbon group include, for example, spiro[3.4]octyl, and spiro[4.6]decane- 

1,6-dienyI group. u 1 1 

[0053] Examples of the terpene hydrocarbon Include, for example, geranyl, neryl. linalyl, phytyl. menthyl, and bornyi 

[0054] Examples of the halogenated alkyl group Include the group in which one hydrogen atom of alkyl group is 
substituted with a halogen atom, and include, for example, fluoromethyl, difluoromethyl.trifluoromethyl, chloromethyl, 
dichloromethyl. trichloromethyl, bromomethyl, dibromomethyl. tribromomethyl. iodomethyl, diiodomethyl. tniodome- 
thyl, 2.2,2-trifluoroethyl. pentafluoroethyl. 3,3.3-trifluoropropyl, heptaflu crop ropy 1, heptafluoroisopropyl, nonafluor- 
obutyl.'and perfluorohexyl group, which are to Cg straight chain or branched chain halogenated alkyl groups sub- 
stituted with 1 to 13 halogen atoms. 

[0055] Examples of the heterocyclic group Include, for example, a monocyclic or a fused polycyclic hetero aryl group 
which comprises at least one atom of 1 to 3 kinds of hetero atoms selected from oxygen atom, sulfur atom, nitrogen 
atom and the like as ring-constituting atoms (ring fomiing atoms), and a monocyclic or a fused polycyclic nonaromatic 
heterocyclic group which comprises at least one atom of 1 to 3 kinds of hetero atoms selected from oxygen atom, sulfur 
atom, nitrogen atom and the like as ring-constituting atoms (ring fomiing atoms). 

[0056] Examples of the monocyclic heteroaryl group include, for example. 2-furyl. 3-furyl. 2-thienyl. 3-thienyl. 1 -pyr- 
rolyl 2-pyrrolyl. 3-pyrrolyl, 2-oxazoIyl, 4-oxazolyl. S-oxazolyl, 3-isoxazolyl, 4-lsoxazoIyl, 5-isoxazolyl. 2-thiazolyl, 4-thl- 
azolyl 6-thlazolyl. 3-isothiazolyl, 4-isothiazolyl. 5-isothiazolyl. 1-imidazolyl. 2-imidazolyl, 4-imidazolyl, 5-imidazolyl. 

1- pyr^oM, 3-pyrazolyi; 4-pyrazolyl. 5-pyrazolyl, (1.2.3-oxadiazol)-4-yl, (1 ,2,3-oxadiazol)-5-y!, (1 ,2,4-oxad!azo!)-3-yl, 
(1 2 4-oxadiazol)-5-yl, (1 .2,5-oxadiazol)-3-yl, (1 .2,5-oxadiazoI)-4.yl. (1 ,3,4-oxadlazol)-2-yl. (1 ,3.4-oxadiazol)-5-yl,fura- 
zanyl (1 2 3-thiadiazol)-4-yl. (1 ,2,3-thiadiazoI)-5-yl, (1 ,2,4-thiadiazol)-3-y!. (1 ,2,4-thiadiazol)-5-yl, (1 ,2.5-thiadiazol)- 

3- yl (1 2 5'thiadiazol)-4-yl, (1 ,3,4-thiadiazolyI)-2-yl, (1 .3.4-thiadlazolyl)-5-yl, (1H-1.2,3-triazol)-1.yl. (1H-1.2.3-triazol)- 

4- yl' (i'h-1 2 3-triazol)-5-yl. (2H-1 .2.3-triazol)-2-yl. (2H-1 .2.3-triazol)-4-yl, (1 H-1 ,2,4-triazoI)-1-yl. (1H-1 ,2.4-triazol)- 

3- yl' (1H-l'2,4-triazol)-5-yl, (4H-1.2.4-triazol)-3-yl, (4H-1.2.4-triazol)-4-yl, (1 H-tetrazol)-1 -yl. (1 H-tetrazol)-5-yl. (2H- 
tetrazol)-2-yl, (2H-tetrazol)-5-yl, 2-pyridyl. 3-pyridyl, 4-pyridyl, 3-pyridazinyl. 4-pyridazinyl, 2-pyrimidinyl, 4-pynmidinyl, 

5- pyrimidinyl. 2-pyrazinyl, (1 ,2.3.triazin)-4-yl. (1 ,2,3-triazin)-5-yl, (1 ,2.4-triazin)-3.yl. (1 .2,4-triazin)-5-yl, (1.2.4-tnazin)- 

6- y! (1 3 5-triazin)-2-yl, 1-azepinyl, 2-azepinyl. 3-azepinyl, 4-a2epinyl, (1 .4-oxazepin)-2-yl, (1 .4-oxazepin)-3-yl. 
(1 4.oxazepin)-5-yl, (1 ,4-oxazepin).6-yl. (1,4-oxazepin)-7-yl. (1 ,4-thiazepin)-2.yl, (1 ,4-thlazepin)-3-yl. (1 .4-thiazepin). 
5-yl. (1 ,4-thiazepin)-6-yl. and (1 ,4-thiazepin)-7-yl group, which are 5- to 7-membered monocyclic heteroaryl groups. 
[0057]' Examples of the fused polycyclic heteroaryl group include, for example, 2-benzofuranyl. 3-benzofuranyI, 

4- benzofuranyl, 5-benzofuranyl. 6-benzofuranyl, 7-benzofuranyl, 1-isobenzofuranyl, 4^lsobenzofuranyl, 5-isobenzo- 
furanyl, 2-benzo[b]thienyl, 3-benzo[b]thienyl, 4-benzo[b]thienyl. 5-benzo[blthienyl, 6-benzo[b]thienyl, 7-benzo[b] 
thienyl 1-benzo[c]thienyl. 4-benzo[c]thienyl. 5-benzo[c]thienyl, 1-lndolyi, 1-indolyI. 2-indolyl. 3.indolyl, 4-indolyl, 5-in- 
dolyl 6-indolyl. 7-indolyI. (2H-isoindol)-1-yl, (2H-lsoindol)-2-yl. (2H-isoindol)-4-yl. (2H-isoindol)-5-yl, (IH-indazol)-l-yl, 
(1H-lndazol)-(1H-indazol)-4-yl, (1H-indazol)-5.yl. (1H-indazol)-6-yl, (1H-indazol)-7-yl. (2H-indazol)-1-yl, (2H-indazol)- 

2- yl (2HHnda20l)-4-yl, (2H-indazol)-5-yl. 2-benzoxazolyl, 2-ben20xazolyl, 4-ben20xa2olyl, 5-benzoxazolyl, 6-benzox- 
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azolyl Z-benzoxazolyl. (1 ,2-benzisoxazol)-3-yl, (1 .2-benzisoxazol)-4-yl, (1 ,2-benzisoxazol)-5-yl. (1 .2-benzisoxazol)- 
6-yl, (1,2-benzlsoxazol)-7-yl, (2,1-benzisoxazol)-3-yl. (2,1-benzisoxazol)-4.yl. (2.1-benzisoxazol)-5-yl. (2,1-benzisox. 
azol')-6-y(, (2,1-benzis6xa2oO-7-yl, 2-benzothiazolyl, 4-benzothiazolyl, 5-benzothlazolyl, 6-benzothi azolyl, 7-benzothi- 
azolyl, (1,2-benzisothiazol)-3-yl. (1 .2-benzisothiazol)-4-yl. (1 .2-benzisothiazoi)-5-yl. (1 .2-benzlsothlazol)-6-yl, 
(1,2-benzis'othiazol)-7-yl, (2,1-benzisothlazol)-3-yl, (2.1-benzisothlazol)-4-yl, {2,1-benzisothiazol)-5-yl, (2.1-benziso- 
thiazol)-6-yl, (2.1-benzisothlazol)-7-yl, (1 ,2,3-benzoxadiazol)-4-yl, (1,2,3-benzoxadiazol)-5-yl, (1 ^.3-benzoxadlazol)- 
6-yl, (1,2,3-benzoxadiazol)-7-yl, (2.1 ,3-benzoxadiazol)-4-yl. (2,1 ,3-benzoxadiazol)-5-yl, (1 ,2,3-benzothiadlazol)-4-yl, 
(1,2,3-faenzothiadlazol)-5-yl, (1 ,2.3-benzothiadiazol)'6-yl. (1 .2.3-benzothiadiazol)-7-yl, (2.1 ,3-benzothiadiazol)-4-yl, 
(2!l!3-benzothiadiazol)-5-yl, (IH-benzotriazol)-l-yl, (1 H-benzotriazoi)-4-yl. (1H-benzotriazol)-5-yl. (1H-benzotriazol)- 
6-yl,' (1H-benzotrlazol)-7-yl, (2H-benzotriazol)-2-yl, (2H-benzotriazolH-yl, (2H-benzotriazol)-5.yl, 2-quinolyl, 3-qul- 
nolyl, 4-qulno!yI, 5-quinolyl. 6-quinolyl, 7-qulno(yl, 8-quinolyl. l-isoquinolyl, 3-ls6quinolyl. 4-isoquinolyl, 5-isoquino.iyl. 
6-isoqulnolyl, 7-isoqulnolyl, 8-lsoquinotyl, 3-cinnollnyl, 4-cinnollnyl, 5-cinnolinyl, 6-cinnolinyl. 7-clnnollnyl, 8-cinno!inyl. 
. 2-qulnazolinyl, 4-quinazollny!, 5-quinazoiinyl, 6-qulnazolinyl, 7-quinazolihyl, 8-qulnazolinyl. 2-quinoxalinyl. 5-quinoxal- 
inyl, 6-qulnoxalinyl, 1 -phthalazinyl, 5-phthalazinyl, 6-phtha!azinyl, 2-naphthyridinyl, 3-naphthyridiny|. 4-naphthyridinyl, 

2- purinyl, 6-purinyl. 7-purinyl, 8-purlnyl, 2-pteridinyl, 4-pteridlnyl, 6-pteridinyl, 7-pteridinyl, 1-carbazolyl. 2-carbazoIyl, 

3- carbaz'olyl, 4-carbazolyl. 9-carbazolyl, 2-(a -carbolinyl). 3-(a -carbolinyl), 4-(a-carbo!inyI), 5-(a-carboIlnyl). 6-(a-car- 
bolinyl). 7-(a-carbolinyl), 8-(a-carbolinyl), 9-(a-carboIinyl), l-(p-carbolinyl), 3-(p-carbolinyl), 4-(p^arbolinyl), 5-(p-car- 
bollnyl). 6-(p-carbolinyl), 7.0-carbolinyl), 8-(p-carbolmyl). 9-(p-carboIinyl), 1 -(^carbolinyl). 2-(Y-carbolinyl), 4-(Y-carboli- 
nyl), 5-(rcarbollnyl). 6-(rcarbo!inyl), 7-(rcarbollnyl),.8-(y-carbolinyl), 9-(rcart)0llnyl), 1-acridinyl, 2-acridinyl. 3-acridi- 
nyl.'4-acrldinyl,9-acridlnyl, 1-phenoxazlnyl.2-phenoxazlnyl, 3-phenoxazlnyl,4.phenpxazinyU0-phenoxazinyl, 1-phe- 
nothiazlnyl, 2-phenothlazinyl, 3-phenothlazinyl, 4-phenothiazlnyl, 10-phenothiazinyl. 1-phenazinyl, 2-phenazinyl, 
1-phenanthridinyl, 2-phenanthridinyl, 3-phenahthrldlnyl, 4-phenanthridinyI, 6-pherianthridinyl, 7-phiBnanthridinyl, 
8-phenanthridinyl, 9-phenanthridlnyl, 10-phenanthridinyl, 2-phenanthrolinyl, 3-phenanthrolinyl. 4-phenanthrolinyl, 
5-phenanthrolinyl, 6-phenanthrolinyl. 7-phenanthrolinyl, 8-phenanthrolinyl, 9-phenanthrolinyl, 10-phenanthrollnyl, 
1-thianthreny!, 2-thlanthrenyl. 1 -indolizinyl, 2-lndollzinyl, 3-lndollzinyl, 5-indolizinyl. 6-lndolizinyl, 7-lndolizinyl, 8-lndoIiz- 
inyl, 1-phenoxathilnyl, 2-phenoxathiinyl, 3-phenoxathiinyl, 4-phenoxathilnyl, thieno[2,3,-blfuryl, pyrrolotl ,2-b]pyri.dazi- 
nyl, pyrazolo[1 ,5-a]pyridyl, imidazo[1 1 ,2-a]pyridyl, lmldazo[1 ,5-a]pyridyl, imldazo[1 ,2-b]pyridazlnyl, lmldazo[1 ,2-a]py- 
rlmidlnyl, 1 .2,4-trlazolo[4,3-a]pyridyl, and 1 ^,4-trlazoIo[4,3-a]pyrldazlnyl group, which are 8- to 14-membered fused 
polycyciic heteroaryl groups. 

[0058] Examples of the monocyclic nonaromatic heterocyclic group include, for example, 1-aziridinyl, 1-azetidinyl. 

1- pyrroIidinyl, 2-pyrrolidinyl, 3-pyrrolldinyl. 2-tetrahydrofuryI, 3-tetrahydrofuryl. thiolsinyl, 1-imidazolidinyl. 2-imidazolid- 
inyl, 4-imidazolidinyl, 1-pyrazolidinyl, 3-pyrazolidinyl, 4-pyrazolidinyl, 1-(2-pyrroiinyl), 1-(2-imidazolinyl). 2-(2-imidazoli- 
nyl), 1-(2-pyrazolinyl), 3-(2-pyrazolinyl), plperidino, 2-piperldinyl, 3-plperidlnyl, 4-piperidinyl, 1-homopiperidinyi. 2-tet- 
rahydropyranyl, morphollno. (thiomorphoIin)-4-yl, 1 -piperazinyl, and 1 -homopiperaziny group, which are 3- to 7- mem- 
bered saturated or unsaturated monocyclic nonaromatic heterocyclic groups. 

[0059] Examples of the fused polycyciic nonaromatic heterocyclic group Include, for example, 2-qulnuclidinyi, 

2- chromanyl, 3-chromanyl. 4-chrDmanyl, 5-chromanyl, 6-chromanyI, 7-chromanyl, 8-chromanyl, 1 -isochromanyl, 3-is- 
ochromanyl, 4-isochromanyI, 5-isochromanyl, 6-isochromanyi. 7-isochromanyl, 8-lsochromanyl, 2-thiochromanyl, 

3- thiochromanyl, 4-thiochromanyl, 5-thlochromanyl, 6-thiochromanyl, 7-thlochromanyl, 8-thiochromanyl, 1-isothio- 
chromanyl, 3-isothiochromanyl. 4-isothiochromanyl, 5-isothiochromanyl, 6-isothiochromanyl, 7-isothiochromanyl, 
8-isothiochromanyl. 1-indoilnyl, 2-indoiinyI, 3-indolinyl, 4-indormyl, 5-lndolinyl, 6-indollnyl. 7-indolinyl, l-iscindolinyl, 

. 2-lsolndolinyl, 4-isoindollnyi, 5-lsolndolinyl, 2-(4H-chromenyl), 3-(4H-chromenyl), 4-(4H-chromenyl). 5-(4H-chrome- 
nyl), 6-(4H-chromenyl), 7-(4H-chromenyl). 8-(4H-chromenyl), 1-isochromenyl. 3-lsochromenyl, 4-isochromenyl, 5-is- 
ochromenyl, 6-isochromenyl, 7-isochromenyl, 8-isochromenyl, 1 -(1 H-pyrroIidinyl), 2-(1 H-pynrolldinyl). 3-(1 HiDyrrolidl- 
nyi). 5-(1H-pyrrolidinyl), 6-(1H-pyrrolidinyl). and 7-(1 H-pyn^olidinyl) group, which are 8- to 10-membered saturated or 
unsaturated fused polycyciic nonaromatic heterocyclic groups. 

[0060] Among the aforementioned heterocyclic groups, a nrionocyclic or a fused polycyciic hetero aryl groups which 
may have 1 to 3 kinds of hetero atoms selected from oxygen atom, sulfur atom, nitrogen atom and the like, in addition 
to the nitrogen atom that has the bond, as ring-constituting atoms (ring fomiing atoms), and a monocyclic or a fused 
polycyciic nonaromatic heterocyclic groups which may have 1 to 3 kinds of hetero atoms selected from oxygen atom, 
sulfur atom, nitrogen atom and the like, in addition to the nitrogen atom that has the bond, as ring-constituting atoms 
(ringfonning atoms) are referred to as "cyclic amino groups". Examples include, for example, 1 -pyrrolidlnyl, 1-imida- 
zolidinyl, 1-pyrazolidinyl, 1 -oxazolidlnyl. 1 -thiazolidlnyl, plperidino, morpholino, 1 -piperazinyl, thiomorpholin-4-yl, 
i-homopiperidinyl, 1 -homopiperaziny I, 2-pyrolin-1 -yl, 2-imidazolln-1-yl, 2-pyrazolin-1 -yi, 1-indo!inyI, 2-isoindolinyl, 
1,2,3,4-tetrahydroqulnolin-1-yl, 1,2.3,4-tetrahydroisoquinolin-2-yl, 1-pyrrolyl, 1 -imidazolyl, 1-pyrazolyl. 1-indolyl, 1-in- 
dazolyl, and 2-isoindotyl group. 

[0061] Examples of the hydrocarbon-oxy group include the group in which hydrogen atom of hydroxy group is sub- 
stituted with hydrocarbon group, and exarhples of the hydrocarbon include similar groups to the aforementioned hy- 
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drocarbon. Examples of the hydrocarbon-oxy group include, for example, alkoxy group (alkyl-oxy group), alkenyk)xy 
group, alkynyl-oxy group, cycloalkyl-oxy group, cycloalkyl-alkyl-oxy group and the like which are aliphatic hydrocatbon- 
oxy groups, aryl-oxy groiip, aralkyl-oxy group, and alkylehe-dioxy group. 

r0062] Examples of the alkoxy(alkyl-oxy group) include, for example, methoxy. ethoxy, n-propoxy, isopropoxy, n- 
butoxy isobutoxy. sec-butoxy, tert-butoxy. n-pentyloxy, isopentyloxy. 2-fnethylbutoxy. 1-methylbutoxy. neopentyloxy, 

1 2-dimethylpropoxy. 1 -ethylpropoxy, n-hexyloxy, 4-methylpentyloxy, 3-methylpentyloxy, 2-methylpentyloxy, l-nnethyi- 
pentylpxy, 3,3-dimethylbutoxy, 2,2-dimethybutoxy, 1.1-dimethylbutoxy. 1 ,2-dimethylbutoxy, 1 ,3-dimethylbutoxy. 

2 3-dimethylbutoxy, 2-ethylbutoxy, 1-ethylbutoxy. 1 -ethyl-1 -methylpropoxy. n-heptyloxy, n-octyloxy, n-nonyloxy. n-de- 
cirloxy, n-undecyloxy, n-dodecyloxy. n-trldecyloxy. n-tetradecyloxy. and n-pentadecyloxy group, which are to 0,5 
straight chain or branched chain alkoxy groups. ... 

[0063] Examples of the aikenyl-oxy group include, for example, vinyloxy, (prop-1 -en-1 -yl)oxy. allyioxy. isopropeny- 
loxy (but-1-en-1-yl)oxy. (but-2-en-1-yl)oxy. (but-3-en-1 -yl)oxy, (2-methyiprop-2-en-1-yl)oxy. (1-methylprop-2-en-1-yl) 
oxy" (pent-l-en-l-yi)oxy. (pent-2-en-1 -yl)oxy, (pent-3-en-1 -yl)oxy, (pent-4-en-1 -yi)oxy. (3-methylbut-2-en-1 -yl)oxy. 
(3-methylbut-3-en-1-yi)oxy. (hex-1-en-1-yl)oxy, (hex-2-en-1-yl)qxy. (hex-3-en-1-yl)oxy. (hex-4-en-1-yl)oxy, (hex-5-en- 
1-Vl)oxy, (4-methylpent-3-en-1-yl)oxy. (4-fnethylpent-3-eri-1-yl)oxy, (hept-l-en-l-yl)oxy. (hept-6-en-1-yl)oxy. {oct-1-en- 
1-yl oxy (oct-7-en-1-yl)oxy, (non-1 -en-1 -yl)oxy. (non-8-en-1-yi)oxy. (dec-l-en-l-yl)oxy. (dec-9-en-1 -yl)oxy. (undec- 
1-en-1-yOoxy, (undec-IO-en-l-yl)oxy. (dodec-1 -en-1 -yl)oxy, (dodec-11 -en-1 -yl)oxy, (tridec-l-Gn-l-yl)oxy, (tndec^ 
.12-en-1-yl)oxy. (tetradec-l-en-l-yi)oxy. (tetradec-13-en-1-yl)oxy. (pentadec-1-en-1-yl)oxy. and (pentadec-14-en-1-yl) 
oxy group which are to 0,5 straight chain or branched chain aikenyl-oxy groups. 

[00641 Examples of the alkynyl-oxy group Include, for example, ethynyloxy, (prop-1 -yn-1 -yl)oxy. (prop-2-yn-1 -yl)oxy. 
(but-1 -yn-1 -yl)oxy, {but-3-yn-1 -yi)oxy, (1 -methylprop-2-yn-1 -yl)oxy, (pent-1 -yn-1 -yi)oxy, (pent-4-yn-1 -yl)oxy. (hex-1 -yn- 
1-yl)oxy (hex-5-yn-1-yl)oxy, (hept-l-yn-l-yl)oxy. (hept-6-yn-1-yl)oxy, (oct-l-yn-l-yi)oxy, (oct-7-yn-1-yl)oxy. (non-1-yn- 

1- yl)oxy (non-8-yn-1-yl)oxy. (dec- 1 -yn-1 -yl)oxy. (dec-9-yn-1-yl)oxy, (undec-l-yn-l -yi)oxy. (undec-IO-yn-l-yl)oxy. (do- 
dec-1 -yn-1 -yl)oxy. (dodec-1 1 -yn-1 -yl)oxy. (tridec-1 -yn-1 -yi)oxy, (tridec-12-yn-1-yl)oxy. (tetradec-l-yn-l-yl)oxy. (tetra- 
dec-i3-yn-1-yl)oxy. (pentadec-l-yn-l-yl)oxy, and (pentadec-14-yn-1-yl)oxy group, which are to 0,5 straight chain 
or branched chain alkynyi-oxy groups. , ^ , 
[0065] Examples of the cycloalkyl-oxy group include, for example, cyclopropoxy. cyclobutoxy. cyclopentyloxy. cy- 
ciohexyloxy, cycloheptyloxy. and cyclooctyloxy group, which are C3 to Cg cycloalkyl-oxy groups. 

[00661 Examples of the cycioalkyl-aikyl-oxy group include, for example, cyclopropylmethoxy, 1 -cyciopropylethoxy. 

2- cyclopropylethoxy. 3-cycIopropylpropoxy, 4-cyclopropylbutoxy, 5-cyclopropylpentyloxy, 6-cyclopropylhexyioxy, cy- 
ciobutylmethoxy. cyclopentyimethoxy, cyclobutyimethoxy. cyciopentylmethoxy. cyclohexylmethoxy. 2-cyclohexy- 
lethoxy, 3-cyclohexyipropoxy. 4-cyciohexyibutoxy. cycloheptylmethoxy. cyciooctylmethoxy, and B^cyclooctylhexyloxy 
group, which are C4 to cycloalkyl-alkyl-oxy groups. 

[0067] Examples of the aryl-oxy group include, for example, phenoxy. 1 -naphthyloxy, 2-naphthyloxy. anthryloxy, 
phenanthryloxy. and acenaphthylenyloxy group, which are Cg to aiyi-oxy groups. 

[0(W81 Examples of the aralkyl-oxy group include, for example, benzyioxy. 1 -naphthylmethoxy, 2-naphthylmethoxy, 
anthracenylmethoxy. phehanthrenyimethoxy, acenaphthylenylmethoxy. diphenylmethoxy, 1 -phenethyloxy. 
2-phenethyloxy, 1-(1-naphthyi)ethoxy, 1-(2-naphthyi)ethoxy. 2-(1-naphthyi)ethoxy, 2- (2-naphthyl)ethoxy. 3-phenylpro- 
poxy 3-(1-naphthyl)propoxy, 3-(2-naphthyl)propoxy. 4-phenylbutoxy, 4-(1 -naphthyl)butpxy, 4-(2-naphthyl)butoxy, . 

5- phenylpentyloxy, 5-(1 -naphthyl)pentyloxy, 5-(2-naphthyl)pentyloxy, S-phenyihexyloxy, e-(1-naphthyl)hexyIoxy. and 

6- (2-naphthyl)hexyloxy group, which are C7 to 0,6 aralkyl-oxy groups. u ^ .u 1 
[00691 Examples of the alksrtenedioxy group include, for example, methylenedioxy, ethylenedioxy. 1 -methylmethyl- 
enedloxy, and 1,1 -dimethyimethylenedioxy group. . w uu j 
[0070] Examples of the halogenated alkoxy group(halogenated alkyl-oxy group) include the group m which hydrogen 
atom of hydroxy group is substituted with halogenated alkyi group, and include, for example, fluoromethoxy. difluor- 
omethoxy, chloromethoxy, bromomethoxy, iodomethoxy, trif luoromethoxy. trichloromethoxy. 2,2,2-trifiuoroethoxy. pen- 
tafluoroethoxy, 3,3,3-trifluoropfDpoxy. heptafluoropropoxy. heptafluorolsopropoxy. nonafluorobutoxy. and perfiuorohex- 
yioxy group, which are to straight chain or branched chain halogenated alkoxy groups substituted with 1 to 13 

halogen atoms. ... j i 

[0071] Examples of the heterocyciic-oxy group include the group in which hydrogen atom of hydroxy group is sub- 
stituted with the heterocyclic group, and examples of the heteroring include similar groups to the aforementioned het- 
erocyclic group. Examples of the heterpring-oxy group include, for example, a monocyclic heteroaryl-oxy group, a 
fused polycyclic heteroaryl-oxy group, a monocyclic nonaromatic heteroring-oxy group, a fused polycyclic nonaromatic 

heleroring-oxy group and the like. ,. . « iv 

[0072] Examples of the monocyclic heteroaryl-oxy group include, for example, 3-thienyioxy. (isoxazol-3-yl)oxy. (thi- 

azol-4-yi)oxy. 2-pyridyloxy. 3-pyridyloxy. 4-pyridyloxy, and (pyrimidin-4-yi)oxy group. 

[0073] Examples of the fused polycyclic heteroaryl-oxy group Include, 5-indolyioxy. (benzl,midazoi-2-yl)oxy. 2-qui- 
nolyloxy. 3-quinolyloxy. and 4-quinolyloxy group. 
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[0074] Examples of the monbcycllc noriaromatic heteroring-oxy group include, for example, 3-pyrrolidinyloxy, and 

4-piperidinyloxy group. , „ . ^ u i ^ 

[0075] Examples of the fused polycycllc non-aromatic heteroring-oxy group include, for example, 3-indoIynyloxy, ana 

4-chromanyloxy group. . . « « . • 

[0076] Examples of the hydrocarbon-sulfanyl group include the group in which hydrogen atom of sulfanyl group is 
substituted with a hydrocarbon group, and examples of the hydrocarbon include similar groups to the aforementioned 
hydrocarbon. Examples of the hydrocarbon-sulfanyl group Include, for example, alkyl-sulfanyl group, alkenyi-sulfanyl 
group, aikynyl-sulfanyl group, cycloallcyl-sulfanyl group, cycloalkyl-alkyl-sulfanyl group and the like which are aliphatte 
hydrocarbon-sulfanyl groups, aryl-sulfanyl group, and aralkyl-sulfanyl group. 

[0077] Examples of the alkyl-suifanyl group include, for example, methylsulfanyl, ethylsulfanyi, n-propylsulfanyl, jso- 
propylsuifanyl, n-butylsulfanyl, isobutylsulfanyl, sec-butylsulfanyl.tert:butylsulfanyl. n-pentylsulfanyl, isopentylsulfanyl, 
(2-methylbutyl)sulfanyl, (1 -methylbutyl)sulfanyl, neopentylsulfanyl, (1,2 -dimethylpropyl)sulfanyl, (l-ethylpropyl)sulfa- 
nyl n-hexylsulfanyl, (4-methylpentyl)sulfanyl. (3-methylpentyl)sulfanyI, (2-methylpentyl)sulfanyl, (1- methylpentyOsul- 
fanyl (3 3-dimethyIbutyl)sulfanyl. {2,2-dimethylbutyl)sulfanyl, (1,1-dimethylbutyi)sulfany!, (1 ,2-dimethylbutyl)sulfanyl, 
(1 ,3-dimethylbutyl)sulfanyl, (2.3-dimethylbutyl)suifanyl. (2-ethylbutyl)sulfanyl, (1 -ethylbutyl)sulfanyl. (1 -ethyl-1 -methyl- 
propyl)sulfa.nyl, n-heptylsulfanyl, n-octylsulfanyl, n-nonylsulfanyl, n-decylsulfanyl, nrundecylsulfanyl, n-dodecylsulfa- 
nyl, n-tridecylsulfanyl, n-tetradecylsulfanyi, and n-pentadecylsulfanyl group, which are to 5 straight chain or 
branched chain alkyl-sulfanyl groups. 

[0078] Examples of the alkenyi-sulfanyl group include, for example, vinylsulfanyl, (prop-1 -en-1 -yl)sulfanyl, allylsul- 
fanyi isopropenylsulfanyl. (but-l-en-l-yl)sulfanyl. (but-2-en-1-yl)suifanyl. (but-3-en-1 -yl)sulfanyl, (2-methyIprop-2-en- 
1-yl)sulfanyl, (1 -methylprop-2-en-1 -yl)sulfanyl, {pent.1-en-1-yl)suffanyl, (pent-2.en-1-yl)sulfanyl, (pent-3-en-1-yl)sulfa- 
nyl (pent-4-en-1-y!)sulfanyl, (3-methylbut-2-en-1-yl)sulfanyl. (3-methylbut-3-en-1-yl)sulfanyl, (hex-l-en-l-yl)sulfanyl, 
(hex-2-en-1-yl)sulfanyl, (hex-3-en-1-yl)sulfanyl. (hex-4-en-1-yl)sulfanyl, (hex-5-en-1-yI)sulfanyl, (4-methylpent-3-en- 

1- yi)sulfanyl, (4-methylpent-3-en-1-yl)sulfanyl, (hept-1-en-1-yl)sulfanyl, (hept-6-en-1-yi)sulfanyl, (oct-1-en-1-yl)sulfa- 
nyl (oct-7-en-1-yi)suIfanyI, {non-1-en-1-yi)sulfanyl, (non-8-en-1-y!)sulfanyl. (dec-1-en-1-yl)sulfanyl. (dec-9-en-1 -yl) 
sulfanyl (undec-1-en-1-yl)sulfanyl, (undec-IO.en-l-yl)sulfanyl, (dodec-l-en-l-yl)sulfanyl, (dodec-11-en-1-yl)sulfanyl. 
(tridec-1-en-1-yl)sulfanyl, (tridec-12-en-1-yl)sulfanyl, (tetradec-1 -en-1 -yl)sulfanyl, (tetradec-13-en-1-yl)sulfanyl. (pen- 
tadec-1 -en-1 -yl)sulfany!. and (pentadec-1 4-en-1 .yl)suifanyl. which are Cg to C^g straight chain or branched chain alke- 
nyi-sulfanyl groups. / ,x ,r , / 
[0079] Examples of the aikynyl-sulfanyl group include, for example, ethynylsulfanyl, (prop-1 -yn-1 -yi)sulfanyl, (prop- 

2- yn-1 -yl)sulfanyl. (but-1 -yn-1 -yl)sulfanyl, (but-3-yn-1 -yl)sulfanyl. (1 -methylprop-2-yn-1 -yl)sulf anyl, (pent-1 -yn-1 -yl)sul- 
fanyl (pent-4-yn-1-yi)sulfanyl. (hex-1-yn-1-yl)sulfanyl, (hex-5-yn-1-yl)sulfanyl. (hept-l-yn-l-yl)suifanyi, (hept-6-yn- 
1 -yl)sulfanyl, {oct-1 -yn-1 -yl)sulfanyl. (oct-7-yn-1 -yl)sulfanyl, (non-1 -yn-1 -yl)suifanyl, (non-8-yn-1 -yl)sulf anyl, (dec-l -yn- 
1-yl)sulfanyl. (dec-9-yn- 1-yl)sulfanyl, (undec-1 -yn-1 -yl)su If anyl, (undec-IO-yn-l-yl)sulfanyl, (dodec-l-yn-l-yl)surfanyl, 
(dodec-11 -yn-1 -yl)sulf anyl, (tridec-1 -yn-1 -y!)sulf anyl, (tridec-12-yn-1-yl)sulfanyl. (tetradec-1 -yn-1 -yl)su If anyl. (tetra- 
dec-1 3-yn-1 -yl )sulfanyl, (pentadec-1 -yn-1 .yl)sulfanyi, and (pentadec-1 4-yn-1 -yl)sulfanyl, which are Cg to 5 straight 
chain or branched chain aikynyl-sulfanyl groups. 

[0080] Examples of the cycloalkyl-sulfanyi group include, for example, cyclopropylsulfanyl, cyciobutylsulfanyl, cy- 
clopentylsulfanyl, cyclohexylsulfanyi, cycloheptylsulfanyl, and cyclooctylsulfanyl group, whteh iare C3 to Cg cycloalkyl- 
sulfanyi groups. .X „ , , 
[0081] Examples of the cycloalkyl-aikyl-suifanyl group include, for example, (cyclopropylmethyl)sulfany!, (1-cyclo- 
propy!ethyl)sulfanyl, (2-cyclopropylethyl)sulfanyl. (3-cycIop ropylpropyI)sulfanyl, (4 -cyclopropylbutyi)sulfanyl, (5-cyclo- 
propylpentyl)sulfanyl, (6-cyclopropy!hexy!)sutfanyl, (cyclobutylmethyl)sulfanyl, (cyclopentylmethyl)sulfanyl, (cy- 
clobutylmethyl)sulfanyl, (cyclopentylmethyl)sulfanyl. (cyclohexylmethyl)sulfanyl, (2-cyclohexylethyl)sulfanyl. (3-cy- 
clohexylpropyl) sulfanyl, (4-cyclohexylbutyl)sulfanyl. (cycloheptylmethyl)su!fanyl. (cyclooctylmethyOsulfanyl. and (6-cy- 
.ciooctylhexyi)sulfanyl group, which are C4 to cycloalkyl-alkyl-sulfanyl groups. 

[0082] Examples of the aryl-sulfanyl group include, for example, phenylsulfanyl, 1 -naphthylsulfanyl, 2-naphthylsul- 
fanyl, anthrylsulfanyl, fenanthrylsulfanyl, and acenaphthylenylsulfanyl group, which are Cg to 0^4 aryl-sulfanyl groups. 
[0083] Examples of the aralkyl-sulfanyl group include, for example, benzylsulfanyl. (l-naphthylmethyl)sulfanyl. 
(2-naphthylmethyl)sulfanyl, (anthracenylmethyl)sulfanyl, (phenanthrenylmethyl)sulfanyl, (acenaphthylenylmethyl)sul- 
fanyl (dlpheny!methyl)sulfanyl, (l-phenethyl)sulfanyi, {2-phenethyl)sulfanyl, (1-(1-naphthyl)ethyl)sulfanyl, (1-(2-naph- 
thyl)ethyOsulfanyI, (2-(1 -naphthyl)ehyl)sulfanyl. (2-(2-naphthyI)ethyl)sulfanyl, (3-phenylpropyl)sulfanyl, (3-(1 -naphthyi) 
propyOsulfanyl, (3-(2-naphthyl)propyl)sulfanyl. (4-phenylbutyl)suifanyl, (4-(1-naphthyI)butyl)sulfanyl. (4-(2-naphthyl) 
butyl)sulfanyl. (5-phenylpentyI)sulfanyl, (5-(1-naphthyl)pentyl)sulfanyl, (5-(2-naphthyl)pentyl)sulfanyl, (6-phenylhexyi) 
sulfanyl, (6-(1-naphthyl)hexyl)sulfanyl, and (6-(2-naphthyl)hexyl)sulfanyl group, which are C7 to C^e aralkyl-sulfanyl 
groups. 

[0084] Examples of the halogenated alkyl-sulfanyl group include the group in which hydrogen atom of sulfanyl group 
is substituted with a halogenated aikyl group, and include, for example, (fluoromethyl)sulfanyl, (chloromethyl)suifanyl. 
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(bromomethyl)suttanyl. {iodomethyl)sulfanyl, (d(fluoromethyl)sulfanyl, (trifluoromethyl)sulfanyl, (trlchloromethyl)siJlfa- 
nyl, (2,2,2-trifIuoroethy)sulfanyl. (pentafruoroethyl)sulfanyl. (3,3,3-trifluoropropyl)sulfanyl, {heptafIuoropropyl)sulfanyl, 
(heptafiuoroisopropyl)sulfanyl, (nonafluorobutyl)sulfanyl, and (perfluorohexyl)sulfanyl group, which are to Cg 
straight chain or branched chain haiogenated alkyl-sulfanyl groups substituted with 1 to 1 3 halogen atoms. 
[0085] Examples of the heterocyclic-sulfanyl group include the group in which hydrogen atonrv of sulfanyl group is 
substituted with the heterocyclic group, and examples of the heteroring include similar groups to the aforementioned 
heterocyclic group. Examples of the heteroring-sulfanyl group include, for example, monocyclic heteroaryl-sulfanyl 
group, fused poiycyclic heteroaryl-sulfanyl group, monocyclic nonaromatic heteroring-sulfanyl group, and fused poly- 
cyclic nonaromatic heteroring-sulfanyl group. a 
[0086] Examples of the monocyclic heteroaryl-sulfanyl group include, for example, (imida2ol-2-yl)sulfanyl, (1 ,2,4-tn- 
azol-2-yI)sulfanyl, (pyridin-2-yl)sutfanyl. (pyridin-4-yl)sulfanyl, and (pyrimidin-2-yl)sulfanyl group. 
[0087] Examples of the fused poiycyclic. heteroaryl-sulfanyl group include, for example, (benzimldazol-2-yl)suIfany!, 
(qulnolin-2-yl)sulfanyl, and (quinoiin-4-yl)sulfanyl group. 

[0088] Examples of the monocyclic non-aromatic heteroring-sulfanyl group include, for example, (3-pyn-olidinyl)sul- 
fanyl group and (4-piperidinyl)sulfanyl group. , , . ^ ,• 

[0089] Examples of the fused poiycyclic nonaromatic heteroring-sulfanyl group include, for example. (3-indoIinyl) 
sulfanyl and {4-chromanyl)sulfanyl group. 

[0090] Examples of the acyl group include, for example, fonmy! group, glyoxyloyi group, and thioformyl group, and 
the group represented by the following formulas: 
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wherein R^^ and R^i may be the same or different and each represents a hydrocarbon group or heterocyclic group, 
or and R"! combine to each other, together with the nitrogen atom to which they bind, to f omi a cyclic amino group. 
[0091] In the definition of the aforementioned acyl group, among the groups represented by thefomnula (o)-1 A), those 
groups in which R^^ is a hydrocarbon group are referred to as "hydrocarbon-carbonyl groups" whose examples include, 
for example, acetyl, propionyl. butyryl, isobutyryl, valeryl. isovaleryl, pivaloyl. lauroyi, myristoryl, palmitoyl, acryloyi, 
propiolpyl. methacryloyi, crotonoyl, isocrotonoyi, cyclohexylcarbonyl. cyclohexylmethylcarbonyl, benzoyl, 1 -naphthoyl. 
2-naphthoyl, and phenylacetyl group. Those groups in which R^^ is a heterocyclic group are referred to as "heterorlng- 
carbonyl" groups whose examples Include, for example, 2-thenoyl. 3-furoyl, nicotinoyi, and IsonicotinoyI group. 
[0092] Among the groups represented by the f orniula (a)-2A). those groups in which. R^i is a hydrocarbon group are 
refen-ed to as "hydrocarbon-oxy-carbonyl groups" whose examples Include, for example, methoxycarbonyl, ethoxy- 
carbonyl, phenoxycarbonyl, and benzyloxycarbonyl, and those groups in which R^^ is a heterocyclic group are refen-ed 
to as "heteroring-oxy-carbonyl groups" whose example Includes, for example, 3-pyridyloxycarbonyl group. 
[0093] Among the groups represented by the formula (a>-3A), those groups in which R^i is a hydrocarbon group are 
refen-ed to as "hydrocarbon-carbonyl-carbonyl groups" whose example includes, for example, pyruvoyi group, and 
those groups In which R^^ is a heterocyclic group are referred to as "heteroring-carbonyl-carbonyl groups". 
[0094] Among the groups represented by the f orniula (cMA), those groups in which R^i is a hydrocarbon group are 
referred to as "hydrocarbon-oxy-carbonyl-carbonyl groups" whose examples Include, for example, methoxalyl and 
ethoxalyl groups, and those groups In which R^^ |s a heterocyclic group are referred to as "heteroring-oxy-carbonyl- 

carbonyl groups". * ^ 

[0095] Among the groups represented by the fomnula (ci>-5A), those groups In which R^i Is a hydrocarbon group are 
refen^ed to as "hydrocarbon-sulfanyl-carbonyl groups", and those groups In which R*^ is a heterocyclic group are re- 
ferred to as "heterorlng-sulfanyl-carbonyl groups". 

[0096] Among the groups represented by the fomnula (a>-6A), those groups in which R^^ is a hydrocarbon group are 
refen-ed to as "hydrocarbon-thiocarbonyl groups", and those groups in which R^^ is a heterocyclic group are referred 
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to as "heteroring-thiocarbonyl groups". 

[0097] Among the groups represented by the formula (g)-7A), those groups in which R^^ is a hydrocarbon group are 
refen-ed to as "hydrbcarbon-oxy-thiocarbonyl groups", and those groups in which R^^ Is a heterocyclic group are re- 
ferred to as "heteroring-oxy-thiocarbonyl groups". 
5 [0098] Among the groups represented by the fomnula (o>-8A), those groups in which Rai is a hydrocarbon group are 
refen-ed to as "hydrocarbon-sulfanyl-thiocarbonyl groups", and those groups In which R^^ is a heterocyclic group are 
referred to as "heteroring-sulfanyl-thiocarbonyl groups". 

[0099] Among the groups represented by the fonnuia (a)-9A), those groups in which R^^ is a hydrocarbon group are 
referred to as referred to as "N-hydrocarbon-carbamoyi groups" whose example includes, for example, N-methyicar- 
10. bamoyi group, and those groups in which R^^ is a heterocyclic group are referred to as "N-heterorlng-carbamoyI 
groups", 

[0100] Among the groups represented by the fomnula (a>-10A), those groups in which both R^^ and R^^ are hydro- 
carbon groups are referred to as "N.N-dihydrocarbon-carbamoyl groups" whose example includes, for example, N,N- 
dlmethylcarbamoyl group, those groups in which both R^i and R^i are heterocyclic groups are referred to as "N,N-di 

15 (heteroring)Kjarbartioyl groups", those groups in which Rai Is a hydrocarbon group and R^i is a heterocyclic group are 
refen-ed to as "N-hydrocarbon-N-heteroring-substltuted carbamoyl groups", and. those groups in which R^i and R^^ 
combine to each other, together with the nitrogen atom to which they bind, to form a cyclic amino group are referred 
to as "cyclic amino-carbonyl groups" whose example includes, for example, moipholino-carbonyl. 
[0101] Among the groups represented by the fomiula (o)-11A), those groups in which R^^ is a hydrocarbon group 

20 are refen-ed to as "N-hydrocarbon-thfocarbamoyI groups", and those groups in which R^^ Is a heterocyclic group are 
refen-ed to as "N-heteroring-thiocarbamoyI groups". 

[0102] Among the groups represented by the fonnula (o>-12A), those groups in which both R^i and Rbi are hydro- 
carbon groups are refen-ed to as "N.N-di(hydrocarbon)-thiocarbamoyl groups", those groups in which both R^"" and 
Rbi are heterocyclic groups are refen-ed to as "N.N-di(heteroring)-thiocarbamoyl groups", those groups in which R^^ 
25 is a hydrocarbon group and R*""" Is a heterocyclic group are referred to as "N-hydrocarbon-N-heteroring-thiocarbamoyI 
groups", and those groups In which R^i and Ri^^ combine to each other, together with the nitrogen atom to which they 
bind, to forni a cyclic amino group are referi-ed to as "cyclic amino-thlocarbbnyl groups". 

[0103] Among the groups represented by the fomnula (o)-13A), those groups in which R^i is a hydrocarbon group 
are refen-ed to as "N-hydrocarbon-sulfamoyI groups", and those groups in which Rai is a heterocyclic group are refen-ed 

30 to as "N-heteroring-sulfamoyI groups". 

[0104] Among the groups represented by the formula {co-14A), those groups in which both R«1 and R^^ are hydro- 
carbon groups are referred to as "N,N-di(hydrocarbon)-suIfamoyl groups" whose example includes, for example, N,N- 
dimethylsulfamoyl group, those groups in which both R^i and Rbi are heterocyclic groups are referred to as "N,N-dl 
{heteroring)'sulfamoyi groups", those groups in which R^^ is a hydrocarbon group and R^i Is a heterocyclic group are 

35 referred to as "N-hydrocarbon-N-heterorlng-suIfamoyl groups", and those groups in which R^i and R^i combine to 
each other, together with the nitrogen atom to which they bind, to fomn a cyclic amino group are referred to as "cyclic 
amino-sulfonyi groups" which include, for example 1-pyrrolylsuIfony! group. 

[0105] Among the groups represented by the fomnula (a>-15A), those groups in which R^^ Is a hydrocarbon group 
are refen-ed to as "N-hydrocarbon-sulfinamoyl groups", and those groups In which R"^ is a heterocyclic group are 

40 refen-ed to as "N-heteroring-sulfinamoyl groups". 

[0106] Among the groups represented by the fonnula (co-ISA), those groups in which both R«^ and R^i are hydro- 
carbon groups are referred to as -N,N-dl(hydrocarbon)-sulflnamoyl groups", those groups In which both Rai and R^i 
are heterocyclic groups are refen-ed to as "N,N-di(heteroring)-sulfinamoyl groups", those groups in which R^i is a 
hydrocarbon group and R'*^ is a heterocyclic group are referred to as "N-hydrocarbon-N-heteroring-sulfinamoyl groups", 

45 and those groups in which R^i and R^^ combine to each other, together with the nitrogen atom to which they bind, to 
fomi a cyclic amino group are referred to as "cyclic amino-sulfinyl groups". 

[0107] Among the groups represented by the fonnula (a>-17A). those groups in which Rai is a hydrocarbon group 
are refen-ed to as "hydrocarbon-oxy-sulf onyl groups", and those groups in which R^^ is a heterocyclic group are refen-ed 
to as "heteroring-oxy-sulfonyl groups". 
so [0108] Among the groups represented by the fonnula ((0-I8A), those groups in which R^^ is a hydrocarbon group 
are referred to as " hydrocarbon-oxy-sulf iny I groups", and those groups in which R^^ is a heterocyclic group are referred 
to as "heteroring-oxy-sulfinyl groups". 

[0109] Among the groups represented by the fonnula (a)-19A), those groups in which both R^i and R^i are hydro- 
carbon groups are refen-ed to as "O,0'-di(hydrocarbon)-phosphono groups", those groups In which both R^^ and Rbi 
55 are heterocyclic groups are referred to as "O,0'-di(heteroring)-phosphono groups", and those groups in which R^i is 
a hydrocarbon group and R^^ is a heterocyclic group are referred to as "O-hydrocarbon-O'-heteroring-phosphono 
groups". 

[0110] Among the groups represented by the formula ((0-20A), those groups in which R^^ is a hydrocarbon group 
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are referred to as "hydrocarbon-sutfonyl groups" whose examples include, for example, methanesulfonyl and benze- 
nesulfonyl, and those groups in which R^^ is a heterocyclic group are referred to as "heteroring-sulfonyl groups". 
[0111] Among the groups represented by the formula (ah21 A), those groups in which R^i is a hydrocarbon group 
are referred to as "hydrocarbon-sulfinyl groups" whose examples include, for example, methylsulfinyl and benzenesulfi- 

5 nyl, and those groups in which R^i is a heterocyclic group are referred to as "heterorlng-sulfinyl groups". 

[Ol'l 2] Examples of the hydrocarbon in the groups represented by the aforementioned formulas ((o-1 A) through («>- 
21A) include the similar groups to the aforementioned hydrocarbon group. Examples of the hydrocarbon-carbonyl 
groups represented by the formula (q>-1A) include, for example, an alkyl-carbonyl group, an alkenyl-carbonyl group, 
an alkynyl-carbonyl group, a cycloalkyl-carbonyl group, a cycloalkenyl-carbonyl group, a cycloalkanedienyl-carbonyl 

10 group, a cycloaikyl-alkyl-carbonyl group which Is an aliphatic hydrocarbon-carbonyl group, an aryl-carbonyl group, an 
aralky'l-carbonyl group, a bridged cyclic hydrocarbon-carbonyl group, a spirocyclic hydrocarbon-carbonyl group, and 
a terpene family hydrocarbon-cariDonyl. In the following, groups represented by the formulas (o>-2A) through (o>-21 A) 
are similar to those explained above. 

[0113] Examples of the heteroring In the groups represented by the aforementioned fomiulas ((o-1 A) through (co- 
ts . 21 A) include similar groups to the aforementioned heterocyclic group. Examples of the heteroring-carbonyl group rep- 
resented by the formula (o)-1 A) include, for example, a monocyclic heteroaryl-carbonyl group, a fused polycyclic het- 
eroaryl-carbonyl group, a monocyclic nonaromatic heteroring-carbonyl group, and a fused polycyclic nonaromallc het- 
eroring-carbonyl. In the following, groups represented by the formulas (a)-2A) through (cflh21 A) are similar to those 
explained above. 

20 [01 1 4] Examples of the cyclic amino In the groups represented by the aforementioned formulas (a)-1 OA) through (<o- 
1 6A) include similar groups to the aforementioned cyclic amino group. 

[0115] The aforementioned acyl group, carbamoyl group, thiocarbamoyi group, su If amoyi group, and sulfinamoyi 
group are generically referred to as "acyl groups" which may be substituted. 

[0116] In the present specification, when a certain functional group is defined as "which may be substituted", the 

25 definition means that the functional group may sometimes have one or more substituents at chemically substrtutable 
positions, unless otherwise specifically mentioned. Kind of substituents, number of substituents. and the position of 
substituents existing in the functional groups are not particularly limited, and when two or more substituente exist, they 
may be the same or different. Examples of the substituent existing in the functional group include, for example, halogen 
atoms, 0X0 group, thioxo group, nitro group, nitroso group, cyano group, isocyano group, cyanato group, thiocyanato 

30 group, Isocyanato group, isothiocyanato group, hydroxy group, sulfanyl group, carboxy group, sulfanylcarbonyl group, 
oxalo group, methooxalo group, thiocarboxy group, dithiocarboxy group, carbamoyl group, thiocarbamoyi group, sulfo 
group, sulfamoyi group, sulfino group, sulfinamoyi group, sulfeno group, sulfehamoyi group, phosphono group, hy- 
droxyphosphonyl group, hydrocarbon group, heterocyclic group, hydrocarbon-oxy group, heteroring-oxy group, hydro- 
carbon-sulfanyl group, heteroring-sulfanyl group, acyl group, amino group, hydrazine group, hydrazono group, diazenyl 

35 group, ureido group, thioureido group, guanidino group, carbamoimidoyl group (amidino group), azido group, imlno 
group! hydroxyamino group, hydroxyimino group, aminooxy group, diazo group, semicari^azino group, semicarbazono 
group' allophanyl group, hydantoyi group, phosphano group, phosphoroso group, phospho group, boryl group, silyl 
group, stannyl group, selanyl group, oxido group and the like. . . . ^ 

[01 1 7] When two or more substituents exist accord] ng to the abovementioned definition of "which may be substituted", 

40 said two or more substituents may combine to each other, together with atom(s) to which they bind, to fonn a ring. For 
these cyclkj groups, as ring-constituting atoms (ring forming atoms), one to three kinds of one or more hetero atom.s 
selected from oxygen atom, sulfur atom, nitrogen atom and the like may be included, and one or more substituents 
may exist on the ring. The ring may be monocyclic or fused polycyclic, and aromatic or nonaromatic. 
[01 18] The above substituents according to the abovementioned definition of "which may be substituted" may further 

45 be substituted with the aforementioned substituents at the chemically substitutable positions on the substituent. Kind 
of substituents, number of substituents, and positions of substituents are not particulariy limited, and when the sub- 
stituents are substituted with two or more substituents, they may be the same or different. Examples of the substituent 
include, for example, a halogenated alkyl-cartDonyl group (trifluoroacetyl group as an example), a halogenated alkyl- 
sulfonyl group (trifluoromethanesulfonyl group as an example), an acyl-oxy group, an acyl-sulfanyl group, an N-hydro- 

50 carbon-amino group, an N.N-di(hydrocart3on)-amino group, an N-heteroring-amino group, an N-hydrocarbon-N-heter- 
oring-amino group, an acyl-amino group, and a di (acyl) -amino group. Moreover, substitution on the aforementioned 
substituents may be repeated multiple orders. 

[01 19] Examples of the acyl-oxy group Include the group in which hydrogen atom of hydroxy group is substituted 
with acyl group, and Include, for example, fonnyloxy group, glyoxyloyloxy group, and thiofomnyloxy group, and the 
55 group represented by the following fonnulas: . 
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wherein and R^z may be the same or different and represent a hydrocartaon group or a heterocyclic group, or R 
and Rb2 combine to each other,, together with the nitrogen atom to which they bind, to f omi a cyclic amino group. 
[0120] In the definition of aforementioned acyl-oxy group, among the groups represented by the formula (<o-1 B), 
those groups in which is a hydrocarbon group are referred to as "hydrocarbon-carbonyl-oxy group" whose examples 
include, for example, acetoxy and benzoyloxy group, and those groups In which R^ Is a heterocyclic group are referred 
to as "heterorlng-carbonyl-oxy group". o _i ^ 

[01211 Among the groups represented by the fomiula (<o-2B), those groups in which R^ is a hydrocarbon group are 
referred to as "hydrocarbon-oxy-carbonyl-oxy group", and those groups in which is a heterocyclic group are referred 
to as "heteroring-oxy-carbonyi-oxy group". ^ 

[0122] Among tiie groups represented by the fonnula (o>-3B), those groups in which R^ is a hydrocarbon group are 
referred to as "hydrocarbon-carbonyl-carbonyl-oxy group", and groups In which is a heterocyclic group are refenred 
to as "heteroring-carbohyl-carbonyl-oxy group". 

[01 23] Among the groups represented by theformula (to^B), those groups in which R^ is a hydrocarbon group are 
referred to as "hydrocarbon-oxy-carbonylrcarbonyl-oxy group", and groups In which is a heterocyclic group are 
refen-ed to as "heteroring-oxy-carbonyl-carbonyl-oxy group". 

[01 24] Among the groups represented by the fonnula (o>-5B), those groups in which R^ is a hydrocarbon group are 
refen-ed to as «hydrocarbon-sulfanyl<jarbonyI-oxy group", and groups where R«2 is a heterocyclic group are referred 
to as "heteroring- suifanyl- carbonyl-oxy group". 

[01 25] Among the groups represented by the fonmula (av-6B). those groups in which Ra2 is a hydrocarbon group are 
referred to as "hydrocarbon-thiocarbonyl-oxy group", and groups where R^ Is a heterocyclic group are refen-ed to as 
"heteroring-thiocarbonyl-oxy group". o ^ 

[0126] Among the groups represented by the fonnula (o)-7B), those groups in which R^ is a hydrocarbon group are 
refen-ed to as "hydrocarbon-oxy-thiocarbonyl-oxy group", and groups in which R^ is a heterocyclic group are refen-ed 
to as "heteroring-oxy-thiocarbonyl-oxy.group". 

[01 27] Among the groups represented by the fonnula (o>-8B), those groups in which R^^ is a hydrocarbon group are 
refen-ed to as "hydrocarbon-sulfanyi-thiocarbonyl-oxy group", and groups wherein R^ Is a heterocyclic group are re- 
ferred to as "heteroring-sulfanyl-thiocarbonyi-oxy group". 

[0128] Among the groups represented by the fonnula (o>-9B), those groups in which R^ is a hydrocarbon group are 
referred to as "N-hydrocarbon-carbamoyl-oxy group", and groups In which R^ is a heterocyclic group are referred to 
as "N-heteroring-carbamoyl-oxy group". . ' o r^ho u -i 

[0129] Among the groups represented by the fonnula (co-1 OB), those groups in which both R^^ and R"'^ are hydro- 
carbon groups are referred to as "N,N-dl(hydrocarbon)-carbamoyl-oxy group", those groups in which both R^ and R 
are heterocyclic groups are refen-ed to as "N,N-di(heteroring)-carbamoyl-oxy group", those groups in which R«2 is a 
hydrocarbon group and Rb2 Is a heterocyclic group are refen-ed to as "N-hydrocarbon-N-heteroring-carbamoyl-oxy 
group", and those groups in which R^ and Rb2 combine each other, together with the nitrogen atom to which they 
bind, to form a cyclicic amino group are referred to as "cyclicamlno-carbonyl-oxy group". 

[0130] Among the groups represented by the fonnula 1 B), those groups in which R^ is a hydrocarbon group 
are referred to as "N-hydrocarbon-thiocarbamoyl-oxy group", and those groups in which R^ is a heterocyclic group 
are referred to as "N-heterorlng-thiocarbamoyl-oxy group". 

[0131] Among the groups represented by the fonnula (o>-12B), those groups in which both R^ and Rb2 are hydro- 
carbon groups are referred to as "N,N-di(hydrocarbon)-thiocarbamoyl-oxy group", those groups In which both R^ and 
Rb2 are heterocyclic groups are referred to as "N,N-di(heteroring)-thiocarbamoyl-oxy group", those groups wherein 
Ra2 is a hydrocarbon group and R'^^ \q a heterocyclic group are referred to as "N-hydrocarbon-N-heteroring-thiocar- 
bamoyl-oxy group", and those groups in which R^ and R^2 combine to each other, together with the nitrogen atom to 
which they bind, to form a cyclic amino group are referred to as "cyciicamino-thiocarbonyl-oxy group". 
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[0132] Among the groups represented by the formula (<o-13B), those groups in which R»2 is a hydrocarbon group 
are referred to as "N-hydrocarbon-sulfamoyl-oxy groups", and those groups in which is a heterocyclic group are 
refen-ed to as "N-heteroring-sulfamoyl-oxy groups". . „ , ^ u j 

[01 33] Among the groups represented by the fonnula (a>-14B). those groups in which both R»2 and R«« are hydr^ 
carbon groups are referred to as "N ,N-di(hydrocarbon)-sulf amoyl-oxy groups", those groups in which both and 
are heterocyclic groups are referred to as "N.N-di(heteroring)-sulfamoyl-oxy groups", those groups in which is a 
hydrocarbon group and R^a is a heterocyclic group are referred to as "N-hydrocarbon-N-heteroring-sulfampyl-oxy 
groups", and those groups ih which R^ and R"^ combine to each other, together with the nitrogen atom to which they 
bind to form a cyclic amino group are refen-ed to as "cyclic amino-sulfonyi-oxy groups". 

[01 34] Among the groups represented by the formula (oj-l SB), those groups in which R»2 is a hydrocarbon group 
are referred to as "N-hydrocartJon-sulfinamoyl-oxy groups", and those groups where R=2 is a heterocyclic group are 
refen-ed to as "N-heteroring-sulfinamoyi-oxy groups". . 
[01351 Among the groups represented by the fomiula (wl 6B). those groups in which both and R^^ are hydro- 
carbon groups are referred to as ".N,N-di(hydrocarbon)-suifinamoyl-o)cy groups", those groups in which both and 
Rb2 are heterocyclic groups are referred to as "r^,N-di(heteroring)-sulfinamoyi-oxy groups", those groups in which 
is a hydrocarbon group and R^z is a heterocyclic group are referred to as "N-hydrocarbon-N-heteroring-suifinamoyi- 
oxy groups", and those groups in which R^ and Rba combine to each other, together with the nitrogen atom to which 
they bind, to form a cyclic amino group are referred to as "cyclic amino-sulfinyl-oxy group". 

[01361 Among the groups represented by the fonnula (o>-17B). those groups in which R^ is a hydrocarbon group 
20 are referred to as "hydrocarbon-oxy-suifonyl-oxy group", and those groups In which R«2 Is a heterocyclic group are 
referred to as °heteroring-oxy-sulfonyl-oxy group". „ - . .. ^ 

[0137] Among the groups represented by the formula (<o-18B). those groups \n which Ra2 is a hydrocarbon group 
are referred to as "hydrocarbon-oxy-sulf inyl-oxy groups*, those groups in which fV^ is a heterocyclic group are referred 
to as "heteroring-oxy-sulfinyl-oxy groups". ^ ^ r,h3 

25 [0138] Among the groups represented by the fonnula (co-19B). those groups in which both R^ and R" are hydro- 
carbon groups are referred to as "O,0'-di(hydrocarbon)-phosphono-oxy group", groups in which both R^^ and R-^ are 
heterocyclic groups are refen-ed to as "O.0'-di(heteroring)-phosphono-oxy group", and those groups in which R^ is a 
hydrocarbon group and R»2 is a heterocyclic group are refen-ed to as "O-hydrocarbon substituted-O'-heteronng sub- 
stituted phophono-oxy group". ,o J ^ 

30 [0139] Among the groups represented by the fomiula (o)-20B), those groups In which R32 is a hydrocarbon group 
are referred to as "hydrocarbon-suifonyl-oxy group", and those groups in which R"^ Is a heterocyclic group referred to 
as "heteroring-sulfonyl-oxy group". „ o ■ 

[0140] Among the groups represented by the formula (o>-21 B). those groups in which R»2 is a hydrocarbon group 
are referred to as "hydrocarbon-sulfinyl-oxy group" , and those groups in which Ra2 is a heterocyclic group are referred 

35 to as "heterorlng-suif inyl-oxy group". ^ , , .,„^»u 

[01 41] Examples of the hydrocarbon in the groups represented by the aforementioned formulas ((i>-1 B) through (o>- 
21 B) include the similar groups to the aforementioned hydrocarbon group. Examples of the hydrocarbon-carbonyl-oxy 
groups represented by the formula (a)-1 B) include, for example, an alkylK^arbonyi-oxy group, an alkenyl-carbonyi-oxy 
group an alkynyi-carbonyl-oxy group, a cycioalkyl-carbonyl-oxy group, a cycloalkenyl-carbonyl-oxy group, a cydoa - 

40 kahedlenyl-carbonyl-oxy group, and a cycloalkyl-ailcyl-carbony|-oxy group, which are aliphatic hydrocarbon-carbonyl- 
oxy groups, an aryl-carbonyl-oxy group, an aralkyl-carbonyl-oxy group, a bridged cyclic hydrocarbon-carbonyl-oxy 
group a spirocyclic hydrocarbon-carbonyl-oxy group, and a terpene family hydrocarbon-carbonyl-oxy group, in the 
following groups represented by the formulas (m-2B) through (<o-21B) are similar to those explained aboye. 
[0142] 'Examples of the heteroring in the groups represented by the aforementioned fomiulas (co-IB) through (m- 

4S 21 B) include similar groups to the aforementioned heterocyclic group. Examples of the heteroring-carbonyl group rep- 
resented by the formula (a>-1 B) include, for example, a monocyclic heteroaryl-carbonyl group, a fused poVcyclic het- 
eroaryl-carbonyl group, a monocyclic nonaromatic heteroring-carbonyl group, and a fused polycyclic nonaromatic het- 
eroring-carbonyl group. In the following, groups represented by the fomiulas (co-2B) through (a»-21 B) are similar to 
those groups mentioned above. ^, . , ^«„».u i./ 

50 [01 43] Examples of the cyclic amino In the groups represented by the aforementioned fomnulas (<b-1 QB) through (<»- 
1 6B) include similar groups to the aforementioned cyclic amino group. 

[0144] The aforementioned acyi-oxy group, hydrocarbon-oxy group, and heterocyclic-oxy group are genencally re- 
ferred to as "substituted oxy group". IWoreover, these substituted oxy group and hydroxy group are genencally refen-ed 
to as "hydroxy group" which may be substituted. . j . u 

55 [01 45] Examples of the acyl-sulfanyl include the group in which hydrogen atom of sulfanyl group is substituted with 
acyl group, and include, for exampie. formylsuifanyl group, glyoxyloylsulfanyi group, and thiofomiylsuifanyl group, and 
groups represented by the following formulas: 
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Wherein R^^ and may be the same or different and represent a hydrocarbon group which may be substituted or a 
heterocyclic group which rriay be substituted, or and combine to each other, together with the nitrogen atom 
to which they bind, to form a cyclic amino group which may be substituted. 

[0146] In the definition of aforementioned acyl sulfanyl group, among the groups represented by the fomiula (cd-1C), 
those groups in which R^s is a hydrocarbon group are referred to as "hydrocarbon-carbonyl-sulfanyl group", and those 
groups in which R^^ is a heterocyclic group are referred to as "heteroring-carbonyl-sulfanyl group". 
[0147] Among the groups represented by thefonnula (o>-2C), those groups In which R^ is a hydrocarbon group are 
refen-ed to as "hydrocarbon-oxy-carbonyl-sulfanyl group", and those groups in which R?^ is a heterocyclic group are 
refen-ed to as "heteroring-oxy-carbonyl-sulfanyl group". 

[01 48] Among the groups represented by the fomnula (a>-3C), those groups in which is a hydrocarbon group are 
refen-ed to as "hydrocarbon-carbonyl-carbonyl-sulfanyl group", and those groups in which R^^ is a heterocyclic group 
are referred to as "heteroring-carbonyl-carbonyl-sulfanyl group". 

[0149] Among the groups represented by the formula (o>-4C),. those groups in which is a hydrocarbon group are 
refen-ed to as "hydrocarbon-oxy-carbonyl-carbonyl-sulfanyl group", and those groups in which Ra3 is a heterocyclic 
group are referred to as "heteroring-oxy-carbonyl-carbonyl-suifanyl group". 

[0150] Among the groups represented by the fomriula ((o-5C), those groups in which is a hydrocarbon group are 
refen-ed to as "hydrocarbon-sulfanyl-carbonyl-sulfanyl group", and those groups in which is a heterocyclic group 
are referred to as "heteroring-suifanyl-carbonyi-sulfanyl group". 

[01 51 ] Among the groups represented by the fonnula (a)-6C), those groups In which is a hydrocarbon group are 
refen-ed to as "hydrocarbon-thiocarbonyl-sulfanyl group", and those groups In which. Ra3 is a heterocyclic group are 
refen-ed to as "heteroring-thlocarbonyl-sulfanyl group". 

[01 52] Among the groups represented by the fomiula (o>-7C). those groups in which Ra3 is a hydrocarbon group are 
refen-ed to as "hydrocarbon-oxy-thiocarbonyl-sulfanyl group", and those groups in which R^ Is a heterocyclic group 
are referred to as "heteroring-oxy-thiocarbonyi-sulfanyl group". 

[01 53] Among the groups represented by the fomnula (co-BC), those groups in which R«3 is a hydrocarbon group are 
referred to as "hydrocarbon-sulf anyl-thiocarbonylsulfany! group", and those groups In which R^^ is a heterocyclic group 
are referred to as "heteroring-sulfanyl-thiocarbonyl-sulfanyl group". 

[01 54] Among the groups represented by the formula (a>-9C), those groups In which is a hydrocarbon group are 
refen-ed to as "N-hydrocarbon-carbamoyl-suifanyl group", and those groups In which R^^ is a heterocyclic group are 
refen-ed to as "N-heteroring-carbamoyl-sulfanyl group". 

[01 55] Among the groups represented by the fomnula (cd-1 OC), those groups in which both R«3 and R^ are a hydro- 
carbon groups are refen-ed to as "N,N-dl(hydrocarbon)>carbamoy!-sulfanyl group", those groups in which both R^ and 
Rb3 are heterocyclic groups are referred to as "N,N-di(heterorlng)-carbamoyl-suifanyl group", groups In which R^s is 
a hydrocarbon group and R^ is a heterocyclic group are referred to as "N-hydrocarbon-N-heteroring-carbomoyl-sul- 
fanyl group", and those groups in which R^ and R^^ combine to each other, together with the nitrogen atom to which 
they bind, to form a cyclic amino group are referred to as "cyclicamino-carbonyi-sulfamoyl group". 
[0156] Among the groups represented by the fomnula (a>-11C), those groups in which R^^ is a hydrocarbon group 
are referred to as "N-hydrocarbon-thiocarbamoyl-sulfahyl group", and those groups in which Ra3 is a heterocyclic group 
are referred to as "N-heteroring-thiocarbamoyl-suIfanyl group". 

[0157] Among the groups represented by the fomnula (a>-1 2C). those groups in which both R^s and R^ are hydro- 
carbon groups are referred to as •!N,N-di(hydrocarbon)-thiocarbamoyI-sulfanyl group", those groups in which and R^ 
and Rb3 are heterocyclic groups are referred to as "N,N-di(heteroring)-thiocarbamoyl-sulfanyl group", those groups in 
which Ra3 is a hydrocarbon group and R^^ is a heterocyclic group are refen-ed to as "N-hydrocarbon-N-heteroring- 
thiocarbomoyl-sulfanyl group", and those groups in which R^s and Rb3 combine to each other, together with the nitrogen 
atom to which they bind, to form a cyclic amino group are referred to as "cycllcamino-thiocarbonyl-sulfamoyl group". 
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[0158] Among the groups represented by the formula (a>-13C), those groups in which R^^ is a hydrocarbon group 
are referred to as "N-hydrocarbon-sulfamoyl-suffanyl group", and those groups In which is a heteroring group are 
refen-ed to as "N-heterocycllc-sulfamoyl-suIfanyl group". 

[0159] Among the groups represented by the formula (a>-14C), those groups in which both R^^ and Pt^ are hydro- 
carbon groups are refen-ed to as "N,N-dl(hydrocarbon)-su!famoyl-sulfanyl group", those groups In which both R^^ and 
Rt>3 are heterocyclic groups are referred to as "N,N-di(heteroring)-sulfamoyl-sulfinyl group", those groups in which R^^ 
is a hydrocarbon group and is a heterocyclic group are refen^ed to as "N-hydrocarbon-N-heteroring-sulfamoyl- 
sulfanyl group", and those groups in which R^ and R*^ combine to each other, together with the nitrogen atom to 
which they bind, to form a cyclic amino group are referred to as "cycllcamino-sulfonyl-sulfanyl group". 
[0160] Among the groups represented by the fomnula (o>-15C), those groups in which R^^ is a hydrocarbon group 
are referred to as "N-hydrocarbon-sulfinamoyl-sulfanyl group", and those groups in which R^ is a heteroring group 
are referred to as "N-heterocyclic-sulflnamoyl-sulfanyl group". 

[0161] Among the groups represented by the fomnula (a>-1 6C), those groups in which both R^^ and are hydro- 
carbon groups are refen-ed to as "N,N-di(hydrocarbon)-sulfinamoyl-sulfanyl group", those groups in which both R^a 
and R^^ are heterocyclic groups are referred to as "N,N-di(heteroring)-sulfinamoyl-sulfanyl group", those groups in 
which Ra3 is a hydrocarbon group and H^^ is a heterocyclic group are refen-ed to as "N-hydrocarbon-N-heteroring- 
sulfinamoyl-sulfanyl group", and those groups In which and R^ combine to each other, together with the nitrogen 
atorn to which they bind, to form a cyclic amino group are refen-ed to as "cycllcamino-sulfanyl-sulfanyl group". 
[0162] Among the groups represented by the fomnula (a)-17C), those groups in which R^^ is a hydrocarbon group 
are refen-ed to as "hydrocarbon-oxy-sulfonyl-sulfanyl group", and those groups In which is a heteroring group are 
refen-ed to as "heterocyclic-oxy-suifonyl-sulfanyl group". 

[0163] Among the groups represented by the fomriula (<o-18C), those groups in which R^a |s a hydrocarbon group 
are referred to as "hydrocarbon-oxy-sulfinyl-sulfanyl group", and those groups in which R^ is a heteroring group are 
refen-ed to as "heterocyclic-oxy-sulfinyl-sulfanyl group". 

[0164] Among the groups represented by the formula (o>-19C), those groups in which both R^s and R^s are hydro- 
carbon groups are refen-ed to as "0,0'-cii(hydrocarbon)-phosphono-sulfanyl group", those groups in which both R^^ 
and Rb3 are heterocyclic groups are refen-ed to as "O,0'-dl(heteroring)-phosphono-sulfanyl group", and those groups 
in which R^^ is a hydrocarbon group and is a heteroring group are referred to as "O-hydrocarbon-O'^heterocycllc- 
phosphono-sulfanyl group". Among the groups represented by the fomnula (co -20C), those groups in which is a 
hydrocarbon group are referred to as "hydrocarbon-sulfonyl-sulfanyl group", and those groups in which R^^ is a hete- 
rocyclic group are referred to as "heteroring-sulfonyl-sulfanyl group". 

[0165] Among the groups represented by the fonnula (u)-21C), those groups in which R^^ is a hydrocarbon group 
are referred to as "hydrocarbon-sulf inyl-sulf any! group", and those groups in which is a heteroring group are refen-ed 
to as "heterocyclic-sulfinyl-sulfanyi group". 

[01 66] Examples of the hydrocarbon in the groups represented by the aforementioned fonnulas (a>-1 C) through (co- 
21 C) include similar groups to the aforementioned hydrocarbon group. Examples of the hydrocarbon-carbonyl-sulfanyl 
groups represented by the formula (a)-1 C) include, for example, an alkyl-carbonyl-sulfanyl group, an alkenyl-carbonyl- 
sulfanyl group, an alkynyl-cariaonyl-sulfanyl group, a cycloalkyl-carbonyl-sulfanyl group, a cycloal!cenyl-carbonyl-sul- 
fanyl group, acycloalkanedienyl-cariaonyl-sulfanyl group, a cycloalkyl-ajlcyi-carbonyl-sulfanyi group which is an aliphat- 
ic hydrocarbon-carbonyl-sulfanyl groups, an aryl-carbonyl-sulfanyl group, an aralkyl-carbonyl-sulfanyl group, a bridged 
cyclic hydrocarbon-carijonyi-sulfanyl group, a spiro cyclic hydrocart3on-carbonyl-sulfanyl group, and a terpene family 
hydrocarbon-carbonyl-sulfanyl group. In the following, groups represented by the fonnulas ((i>-2C) through ((o-21 C) are 
similar to those mentioned above. 

[01 67] Examples of the heteroring in the groups represented by the aforementioned fomiulas (co-1 C) through (a>- 
21 C) include similar groups to the aforementioned heterocyclic group. Examples of the heteroring-carbonyl-sulfanyl 
group represented by the formula (od-IC) Include, for example, a monocyclic heteroaryl-carbonyl-sulfanyl group, a 
fused polycyclic heteroaryl-carbonyl-sulfanyl group, a monocyclic nonaromatic heteroring-carbonyl-sulfanyl group, and 
a fused polycyclic non-aromatic heteroring-carbonyl-sulfanyl group. In the following, groups represented by the formula 
(o>-2C) through (a)-21 C) are similar to those groups mentioned above. 

[01 68] Examples of the cyclic amino in the groups represented by the aforementioned formulas (<o-1 OC) through (o>- 
1 6C) include similar groups to the aforementioned cyclic amino group. 

[0169] The aforementioned acyl-sulfanyl group, hydrocarbon-sulfanyl group, and heterocyclic-sutfanyl group are ge- 
nerically referred to as "substituted sulfanyl group". These substituted sulfanyl group and sutf anyl group are generically 
referred to as "sulfanyl groups" which may be substituted. 

[0170] Examples of the N-hydrocarbon-amino group include the group in which one hydrogen atom of amino group 
is substituted with a hydrocarbon group, and include, for example, an N-alkyl-amino group, an N-alkenyl-amino group, 
an N-alkynyl-amino group, an N-cycloalkyl-amIno group, an N-cycloalkyl-alkyl-amino group, an N-aryl-amino group, 
and an N-aralkyl-amino group. 
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[0171] Examples of the N-alkyl-amino group include, for example, methylamino. ethylamino, n-propylamino, isopro- 
pylamino n-butylamino. isobutylamino. sec-butylamino. tert-butylamino, n-pentylamino, Isopentytamlno. (2-methy!- 
butyI)amino. (l-methylbutyl)amiho. neopentylamino, (1 .2-dimethylpropyl)amjno. (l-ethylpropyl)amino, n-hexylamino. 
(4-methylpentyl)amino, (3-methyIpentyl)amino. (2-methy!pentyl)amino. (1 -methylpentyl)amino. (3.3-dimethylbutyl) 
amino (2 2-dimethylbutyI)amino. (1 ,1-dimethy!butyl)amino. (1 ,2-dimethylbutyl)amino, (1 .3-dimethylbutyl)amino. 
(2 3-dimethyIbutyl)amino. (2-ethylbutyl)amino, (l-ethylbutyOamino. (1-ethyl-1-methylpropyI)amino, n-heptylamino, n- 
otiylamino. n-nonylamino, n-decylamino. n-undecylamino, n-dodecylamino, n-tridecylamino, n-tetradecylamino. and 
n-pentadecylamlno group, which are to C^g straight chain or branched chain N-alkyI amino groups. 
[0172] Examples of the N-alkenyl-amIno group include, for example, vinyl amino, (prop-1-en-1-yl)amino. allylamino, 
isopropenylamino. (but-l.en-l-yl)amino, (but-2-en-1 -yI)amino, (but.3-en-t-yI)amino. (2-methylprop-2-en-1.-yl)amino, - 
{1-methylprop-2-en-1-yl)amino, (pent-1-en>1-yl)amino, (pent-2-en-1-yl)amino, (pent-3-en-1 -yl)amtno, (pent-4.en-1 -yl) 
amino (3-methylbut-2-en-1 -yl)amino. (3-methyIbut-3-en-1-y!)amino, (hex-1-en-1-yl)amino, (hex-2-en-1-yl)amino, 
{hex-3-en-1-yl)amlno. (hex-4-en-1-yl)amino, (hex-5-en-1-yl)aminp. (4-methylpent-3-en-1-yl)amino, (4-methylpent- 

3- en-1-yl)amino. (hept-1 -en-1 -yl)amino. (hept-6-en-1-yl)amino, (oct-l-en-l-yl)amino, (oct-7-en.1-yl)amino, (non.1-en- 
1-yl)amino, (non-8-en-1-yl)amino, (dec-1 -en-1 -yl)amino. (dec-9-en-1-yl)amlno, (undec-l-en-l-yl)amino, (undec- 
10-en-1-yl)amino (dodec-1-en-1-yl)amino. (dodec-11-en-1-yl)amino. (tridec-1-en-1-yl)amino. (tridec-12-en-1-yl)ami- 
no, (tetradec.1-en.1-yl)amino, (tetradec-13.en-1-yl)amino, (pentadec-l-en-l-yl)amino. and (pentadec-14-en-1-yl)aml- 
no'groupi which are to C^g straight chaln.or branched chain N-alkenyl amino groups. 

[0173] Examples of the N-alkynl-amlno group include, for example, ethynylamino, {prop-1 -yn-1 -yl)amino, {prop-2-yn- 
1.yl)amino, (but-1-yn-1-yl)amino. (but-3-yn-1-yl)amino. (1 .methylprop-2-yn-1 -yl)amlno, (pentTi -yn-1 -yl)amino, (pent- 

4- yn-1-yl)amino, (hex-1.yn-1'yl)amino, (hex-5-yn-1-yI)amino. (hept-1-yn-.1-y!)amino. (hept-6-yn-1-yl)amino. (oct-1-yn- 
1-yl)amino, (oct-7-yn-1-yl)amino. (non- 1-yn-1-yl)amino, (non-8-yn-1-yI)amino, (dec-1 -yn-1 -yl)amino. (dec-9-yn-1 -yl) 
amino (undec-l-yn-l-yl)amino. (undec-10-yn-1-yl)amino, (dodec-l-yn-l-yl)amino, (dodec-11-yn-1-yl)amino. (tridec- 
1.yn-1-yl)amino, (tridec-12-yn-1-yl)amino. (tetradec-l-yn-l-yl)amino, (tetradec-13-yn-1-y!)amino. (pentadec-1 -yn- 
1-yl)amino, and (pentadec-14-yn.1-yl)amino group, which are Cg to C^g straight chain or branched chain N-alkynyl- 

amino groups. i 
[0174] Examples of the N-cycloalkyl-amino group include, for example, cyclopropylamino, cyclobutylamino, cy- 
clopentylamino. cyclohexylamlno. cyclpheptylamino. and cyclooctylamino group, which are C3 to Cg N-cycloalkyl-aml- 
no groups. 

[0175] Examples of the N-cycloalkyl-alkyl-amino group include, for example, (cyclopropylmethyl)amino, (1 -cyclo- 
propylethyl)amino, (2-cyclopropylethyl)amino, (3-cyclopropylpropyl)amino, (4-cyclopropylbutyl)amino, (5-cyclopro- 
pylpentyl)amino, (6-cycIopropylhexyl)amino, (cyclobuty!methyl)amino, (cyclppentylmethyl)amino, (cyclobutylmethyl) 
amino (cyclopentylmethyl)amino. (cyclohexylmethyl)amino. (2-cyclohexylethyl)amino. (3-cyclohexylpropyl)amino, 
(4-cyciohexylbutyl)amino, (cycloheptylmethyl)amino, (cyclooctylmethyl)amino. and (6-cyclooctylhexyl)amino. which 
are C4 to Ci^N-cycloalkyl-alkyl-amino groups. u , ■ 

[0176] Examples of the N-aryl-amino group include, for example, phenylamino, 1 -naphthylammo, 2.naphtylamino, 
anthrylamino. phenanthrylamino. and acenaphthylenylamino, which are Cg ^ N-mono-arylamino groups. 
[0177] Examples of the N-arallcyl-amino group include, for example, benzylamino, (l-naphthylmethyl)amino. 
(2-naphthylmethyl)amino. (anthracenylmethyl)amino, (phenanthrenylmethyl)amino. (acenaphthylenylm6thyl)amino. 
{dipheny!methyl)amino, {1-phenethyl)amino, (2-phenethyl)amino, (1-(1-naphthyl)ethyl)amino. (1-(2-naphthyl)ethyl) 
amino (2-(1-naphthyl)ethyI)amlno, (2-(2-naphthyl)ethyl)amino, {3-phenyipropyl)amino, (3-{1-naphthyl)propyl)amino, 
(3-(2-naphthyl)propyl)amino, (4-phenylbutyl)amino. (4-(1-naphthyl)butyl)amino. (4-(2-naphthyI)butyl)amino. (5-phe- 
nylpentyl)amino. (5-(1-naphthyl)pentyl)amino. (5-(2-naphthyl)pentyl)amino, (6-phenylhexyl)amino. (6-(1 -naphthyl) 
hexyl)amino, and (6-(2-naphthy!)hexyl)amino. which are C7 to C^q N-aralkyl-amino groups. 

[0178] Examples of the N.N-di(hydrocarbon)-amino group include the group in which 2 hydrogen atoms of ammo 
group are substituted with hydrocarbon group, and include, for example, N,N^imethylamino. N,N-diethylamino. N- 
ethyl-N-methylamino, N,N-di-h-propylamino, N.N-diisopropylamino. N-allyl-N-methylamino, N-(prop-2-yn-1-yl)-N- 
methylamino. N, N-dicycIohexylamino, N-cycIohexyl-N-methylamino. N-<yclohexylmethylamino-N-methylamino, N.N- 
diphenylamino, N-methyl-N-phenylamino, N,N-dlbenzylamino, and N-benzyl-N-methylamino group, 
[0179] Examples of the N-heteroring-amino group include the group in which one hydrogen atom of amino group is 
substituted with heterocyclic group, and include, for example, (3-pyrrolizinyl)amino. (4.piperidinyl)amino, (2-tetrahy- 
dropyranyl)amino, (3-indolinyl)amino, {4-chromanyl)amino, {3-thienyl)amino. (3-pyridyl)amino. (3-quinolyl)amino, and 

(5-indolyl)amino. . ^. « ^ ^ . * 

[0180] Examples of the N-hydrocarbon-N-heteroring-amino group include the group in which 2 hydrogen atoms of 
amino group are substituted with hydrocarbon group and heterocyclic group respectively, and include, for example, N- 
methyl-N« (4-piperidinyl)amino, N-(4-chromanyl)-N-methylamino, N-methyl-N>(3-thienyl)amino, N- methyl- N-(3-pyn- 
dyl)amino, N-methyl-N-(3-quinolyl)amlno and the like. 

[0181] Examples of the acyl-amino group include the group In which one hydrogen atom of the amino group is sub- 
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stituted with an acyl group, and include, for example, fomnylannino group, glyoxyloylamino group, and thiofomnylamino 
group, and groups represented by the following formulas : 
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wherein R^-* and R^* may e the same or different and represent a hydrocarbon group which may be substituted or a 
heterocyclic group which may be substituted, or R»* and R^ combine to each other, together with the nitrogen atom 
to which they bind, to form a cyclic amino group which may be substituted. • 
[01 82] In the definition of the aforementioned acyl-amino group, among the groups represented by the formula (<p- 
1D) those groups In which R^^ is a hydrocarbon group are reten^ed to as "hydrocarbon-carbonyl-amino group", and 
those groups In which R^^ is a heterocyclic group are referred to as "heteroring-carbonyl-amino group". 
[01 831 Among the groups represented by the f onmula (o>-2D). those groups in which R^^ is a hydrocarbon group are 
refen-ed to as "hydrocarbon-oxy-carbonyl-amino group", and those groups in which R^^ is a heteroring group are re- 
ferred to as "heterocyclic-oxy-carbonyl-amino group". 

[0184] Among the groups represented by the fomnula (o>-3D). those groups in which R^* is a hydrocarbon group are 
referred to as "hydrocarbon-carbonyl-carbonyl-amino group", and those groups in which R^ is a heterocyclic group 
are referred to as "heteroring-carbonyl-carbohyl-amino group". 

[0185] Among the groups represented by the fomnula (<o-4D). those groups in which R^\s a hydrocarbon group are 
refen-ed to as "hydrocarbon-oxy-carbonyl-carbonyl-amino group", and those groups In which R=* is a heterocyclic group 
are referred to as "heteroring-oxy-carbonyl-carbonyl-amino group". 

101 86] Among the groups represented by the fomnula (co-BD). those groups in which R^^ is a hydrocarbon group are 
refen-ed to as "hydrocarbon-sulfanyl-catbonyl-amino group", and those groups in which R^^ is a heterocyclic group are 
referred to as "heteroring-sulfanyl-carbonyl-amino group". . ■■ 

[0187] Among the groups represented by the formula ((0-6D). those groups in which R^* is a hydrocarbon group are. 
referred to as "hydrocarbon-thiocarbonyl-amino group", and those groups in which R«* is a heterocyclic group are 
refenred to as "heterorlng-thiocarbonyl-amino group". 

[01 88] Among the groups represented by the fomnula ((0-7D), those groups in which R^* is a hydrocarbon group are 
referred to as "hydrocarbon-oxy-thiocarbonyl-amino group", and those groups in which R^* is a heterocyclic group are 
refen-ed to as "heteroring-oxy-thiocarbonyl-amino group". ■ ^ ' ' ' 

[0189] Among the groups represented by the formula (a)-8D), those groups in which R^* is a hydrocarbon group are 
referred to as "hydrocjarbon-sulfanyl-thiocarbonyl-amino group", and those groups In which R^^ is a heterocyclic group 
are referred to as "heteroring-sulfanyl-thlocarbonyl-amino group". 

[0190] Among the groups represented by the fomnula (co-9D), those groups In which R^ is a hydrocarbon group are 
refen-ed to as "N-hydrocarbon-carbamoyl group", and those groups in which R^^ is a heterocyclic group are refen-ed 
to as "N-heteroring-carbamoyl-amlno group". ^«A-.r^u^ 
[0191] Among the groups represented by the fomiula (co-IOD), those groups in which both R** and are hydro- 
carbon groups are referred to as "N.N-di(hydrocarbon)-carbamoyl-amina group", those groups in which both R** and 
RW are heterocyclic groups are referred to as "N.N-di{heterorlng)-carbamoyl-amino group", those groups in which 
Is a hydrocarbon group and R*** Is a heterocyclic group are referred to as »N-hydrocarbon-N-heteronng-carbamoyl- 
amino group", and those groups in which R^^ and Rb^ combine to each other, together with the nitrogen atom to which 
they bind, to form a cyclic amino group are referred to as "cyclicamino-carbonyi-amino group". 
[0192] Among the groups represented by the formula (a>-11D), those groups In which is a hydrocarbon group 
are referred to as "N-hydrocarbon-thiocarbamoyl-amino group", and those groups in which Is a heteronng group 
are referredto as "N-heterocyclic-thiocarbamoyl-amino group". ^ ^ ^ ^ 

[0193] Among the groups represented by the formula (a>-12D). those groups in which both R^^ and R*^ are hydro- 
carbon groups are referred to as "N.N-di(hydrocarbon)-thiocarbamoyI-amino group", those groups in which both R^^ 
and R^ are heterocyclic groups are referred to as "N,N-dl(heteroring)-thiocarbamoyl-amino group", those groups in 
which R«^ is a hydrocarbon group and R^^ is a heterocyclic group are refen-ed to as "N-hydrocarbon-N-heteronng- 
thiocarbamoyl-amlno group", and those groups in which R^ and Rb4 combine to each other, together with the nitrogen 
atom to which they bind, to form a cyclic amino group are refen-ed to as "cyclicamino-thiocarbonyl-amino group". 
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[0194] Among the groups represented by the fonnula (a>-1 3D), those groups in which R^^ is a hydrocarbon group 
are referred to as "N-hydrocarbon-sulfamoyl-amino group", and those groups in which is a heterocyclic group are 
refenred to as "N-heteroring-sulfannoyl-amino group". a >^ u ^ 

[0195] Among the groups represented by the formula (cd-UD). those groups in which both R^^ and are hydro- 
carbon groups are refen-ed to as "df(hydrocarbon)-sulfamoyl-amino group", those groups in which both Ra* and R 
are heterocyclic groups are referred to as "N,N-di(heteroring)-sulfamoyl-amino group", those groups in which R^ is a 
hydrocarbon group and is a heterocyclic group are referred to as "N-hydrocarbon-N-heteroring-sulfamoyl-amino 
group", and those groups in which and R^ combine to each other, together with the nitrogen atom to which they 
bind to form a cyclic amino group are refen-ed to as "cyclicamino-sulfonyl-amino group". 

- [01 96] Among the groups represented by the fomiula (<o-1 5D). those groups in which R^^ is a hydrocarbon group 
are referred to as "N-hydrocarbon-su!finamoyl-amino group", and those groups in which R^* is a heterocyclic group 
are referred to as "N-heteroring-sulfiriamoyl-amino group". . 
[0197] Among the groups represented by the formula (a)-1 6D), those groups in which both R^^ and R^ are hydro- 
carbon groups are referred to as "N,N-di(hydrocarbon)-sulfinamoyl-amino group", those groups in which both R^^and 
Rb4 are heterocyclic groups are refen-ed to as "N,N<ii(heteroring)-sulfinamoyl-amino group", groups in which R^^ is a 
hydrocarbon group and R»^ is a heterocyclic group are referred to as "N-hydrocarbon-N-heteroring-sulfinamoyl-amino 
group", and those groups in which and R^^ combine to each other, together with the nitrogen atom, to which they 
bind to form a cyclic amino group are referred to as "cyclicamino-sulfinyl-amino group". 

[01981 Among the groups represented by the formula {<it>-1 7D), those groups in which R^.^ is a hydrocarbon group 
are referred to as "hydrocarbpn-oxy-sulfonyl-amino group", and those groups in which R^* Is a heterocyclic group are 
refen-ed to as "heteroring-oxy-sulfoyi-amino group". . 
[0199] Among the groups represented by the formula (o}-1 8D). those groups in which R^^ is a hydrocarbon group 
are referred to as "hydrocarbon-oxy-sulf inyl-annino group", and those groups In which R«* Is a heterocyclic group are 
refen-ed to as "heteroring-oxy-sulfinyl-amino group". . a ^ 

[0200] Among the groups represented by the formula {cd-19D). those groups in which both R^^ and R^ are hydro- 
carbon groups are referred to as "O,0'-dl(hydrocarbon)-phosphono-amiho group", those groups In which both R^* and 
RW are heterocyclic groups are referred to as -O,0'-di(heteroring)-phpsphono-amino group", and those groups in which 
Ra* is a hydrocarbon group and R^^ is a heterocyclic group are referred to as -0-hydrocarbon-0*-heteroring-phospho- 

no-amino group". a - ^ ^ \^ 

[0201] Among the groups represented by the fomnula (<o-20D), those groups In which R^^ is a hydrocarbon group 
are refen-ed to as '•hydrocarbon-sulfonyl-amino group", and those groups in which R^^ is a heterocyclic group are 
refen-ed to as "heteroring-sulfonyl-aminb group". . 
[0202] Among the groups represented by the formula (o)-21D), those groups in which R^^ is a hydrocarbon group 
are referred to as "hydrocarbon-sulflnyl-ami no group", and those groups i n which R^^ is a heterocyclic group are refen-ed 
toas"heterorlng-sulfinyl-aminogroup". v .r>x u u / 

[0203] Examples of the hydrocarbon in the groups represented by the aforementioned fomriulas (co-1 D) through (co- 
21 D) similar groups to the aforementioned hydrocarbon group. Examples of the hydrocarbon-carbonyl-amino groups 
represented by the formula (0-ID) include, for example, an alkyi-carbonyi-amino group, an aikenyl-carbonyl-amino . 
group an alkynyl-carbonyl-amlno group, a cycloalkyl-carbonyl-amino group, a cycloalkenyl-carbonyl-ammo group, a 
cycloalkanedienyl-carbonyl-amino group, a cycloalkyl-alkyl-carbonyl-amino group which is an aliphatic hydrocarbon- 
carbonyl-amino groups, an aryl-carbonyi-amino group, an aralkyl-carbonyl-amino group, a bridged cyclic hydrocarbon- 
carbonyl-amino group, a spiro cyclic hydrocarbon-carbonyl-amino group, and a terpene family hydrocarbon-carbonyl- 
amino group. In the following, groups represented by the formulas (oj-2D) through (o>-21 D) are similar to those explained 
above. 

[0204] Examples of the heteroring in the groups represented by the aforementioned fonmulas (co-1 D) through («>- 
21 D) include similar groups to the aforementioned heterocyclic group. Examples of the heteroring-carbonyl-amino 
group represented by the formula (o-l D) include, for example, a monocyclic heteroaryl-carbonyl-amino group, a fused 
polycyclic heteroaryl-carbonyl-amino group, a monocyclic nonaromatic heterocyclic-carbonyl-amino group, and af used 
polycyclic nonaromatic heterocyclic-carbonyl-amino group. In the following, groups represented by the fomnulas (<o- 
2D) through (o)-21 D) are similar to those groups mentioned above. 

[0205] Examples of the cyclic amino in the groups represented by the aforementioned fomnulas (o-l OD) through (co- 
1 6D) include similar groups to the aforementioned cyclic amino group. 

[0206] The aforementioned dl(acyl)-amlno group include the group in which 2 hydrogen atoms of amino group are 
substituted with acyi groups in the definitions of the aforementioned substituents according to "which may be substi- 
tuted". Exarnples include, for example. di(formyl)-amino group. di(glyoxyloyl)-amlno group, and dl(thioformyl)-amino 
group, and groups represented by the following fomnulas : 
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wherein R^s and R^s may be the same or different and represent hydrogen atom, a hydrocarbon group which may be 
45 substituted or a heterocyciic group which may be substituted, or R«5 and R^s combine to each other, together with the 
nitrogen atom to which they bind, to fomi a cyclic amino group which may be substituted. 

[02071 In the definition of aforementioned di(acy1)-amino group, among the groups represented by the formula (»- 
1 E) those groups in which R^s is a hydrocarbon group are refen-ed to as -bis(hydrocart>on-carbonyl)-amino group . 
and' those groups in which R^s Is a heteroring group are referred to as "bis(heterocycnc-carbonyl)-amino group". 
so [02081 Among the groups represented by the formula (<o-2E), those groups in which R^s |s a hydrocarbon group are 
referred to as "bis(hydrocaibon-oxy-cart)onyl)-amino group", and those groups in which R^s is a heterocyclic group 
are referred to as •bis(heteroring-oxy-carbonyl)-amino group". 

[0209] Among the groups represented by the formula (a)-3E). those groups in which R^s is a hydrocaiton group are 
referred to as "bis(hydrocarbon-carbonyl-carbonyl)-amino group", and those groups In which R^s is a heterocyclic 
55 group are referred to as "bis(heteroring-catbonyl-carbonyO-amino group". Among the groups represented by the for- 
mula (ai-4E) those groups in which R^s a hydrocarbon group are refenred to as "bisChydrocarbon-oxy-carbonyl- 
carbonyl)-an^ino group", and those groups in which R»5 is a heterocyclic group are referred to as "bis(heterorlng-oxy- 
carbonyl-cartx)nyl)-amino group". 
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[0210] Among the groups represented by the formula {w5£), those groups in which is a hydrocarbon group are 
referred to as "bis(hydrocarbon-sulfanyl-carbonyl)-amino group", and those groups in which is a heterocyclic group 
are referred to as "bls(heteroring-sulfanyl-cart)Ohyl)-amino group". 

[021 11 Among the groups represented by the fomiula (o-6E), those groups In vyhioh R^s is a hydrocarbon group are 
referred to as "bis(hydrocarbon-thiocarbonyl)-amino group", and those groups In which R^s is a heterocyclic group are 
refen-ed to as ■bis(heteroring-thiocarbonyl)-amino group". 

[02121 Among the groups represented by the formula (o»-7E), those groups In which is a hydrocarbon group are 
referred to as "bis(hydrocarbon-oxy-thlocarbonyl)-amlno group", and those groups In which is a heterocyclic group 
are referred to as °bis(ringoxy-thiocarbonyl)-amino group". = . ^ ^ 

[021 3] Among the groups represented by the fomiula (to-BE). those groups In which R»5 Is a hydrocarbon group are 
referred to as "bis(hydrocarbon-sulfanyl-thiocarbonyl)-amino group", and those groups in which R»5 is a heterocyclic 
group are refen^ed to as °bls(heteroring-sulfanyl-thiocarbonyl)-amlno group". 

[02141 Among the groups represented by the formula (co-9E). those groups in which R^s jg a hydrocarbon group are 
referred to as "bls{N-hydrocaibon-carbamoyl)-amino group", and those groups in which R^s is a heterocyclic group 
are referred to as "bis(N-heteroring-carbamoyl)-amino group". ^ „h« u ^ 

[02151 Among the groups represented by the fomnula (o>-10E). those groups in which both R^s and R^ are hydro^ 
carbon groups are referred to as "bis[N,N-di(hydrocarbon)-carbamoyl]-amino group", those groups in which both R« 
and Rb5 are heterocyclic groups are referred to as "bis[N.N-di(heteroring)-carbamoyl]-amino group", groups in which 
Ra5 is a hydrocarbon group and R^s is a heterocyclic group are. referred to as "bis{N-hydrocarbon-N-heteronng-car- 
bamoyl)-amino group", and those groups in which R"* and R^s combine to each other, together with the nitrogen atom 
to which they bind, to form a cyclic amino groups are refen-ed to as "bis(cyclicamino-cart)onyl)amino group". 
[02161 Among the groups represented by the fomiula (a>-1 1 E). those groups in which R»5 is a hydrocarbon group 
are referred to as "bis(N-hydrocafbon-thiocarbamoyl)-amino group", and those groups in which PP^ is a heterocyclic 
group are refen-ed to as "bls(N-heterorlng-thiocarbamoyl)-amino group". 

[02171 Among the groups represented by the fonnula (to-l 2E). those groups in which both and R^s are hydro- 
carbon groups are referred to as "bis[N.N-dl(hydrpcarbon)-thlocarbamoyl]-amino group", those groups in which both 
Ra5 and Ri^ are heterocyclic groups are refen-ed to as "bistN.N-diCheteroringj-thiocarbamoyll-amino group", those 
groups in which is a hydrocarbon group and R^ is a heterocyclic group are referred to as "bis(N-hydrocarbon-N- 
heteroring-thiocarbamoyi)-amino group", and those groups In which R^s and R^s combine to each other, together witti 
the nitrogen atom to which they bind, to fomn a cyclic amino group are refen-ed to as "bisCcyciicamino-thiocarbonyl)- 

[cS'l^Bl^^AlSong the groups represented by the formula (ip-13E). those groups in which R^s is a hydrocarbon group 
are referred to as »bis(N-hydrocarbon-sulfamoyl)-amlno group", and those groups in which R^s is a heterocyclic group 
arereferredto as "bis(N-heteroring-sulfamoyl)-amino group". = i. r,h« t. ^ 

[02191 Among the groups represented by the fonnula (o-l 4E), those groups in which both R^ and R^ are hydro- 
carbon groups are referred to as "bis[N,N-di(hydrocarbon)-sulfamoyl]-amino group", those groups in which both R« 
and Rbs are heterocyclic groups are referred to as "bls[N.N-di(heteroring)-sutfamoyl]-amino group", those groups in 
which R«5 Is a hydrocarbon group and R^s is a heterocyclic group are referred to as "bls(N-hydrocarbon-N-heterpring- 
sulfamoyl)-amino group", and those groups In which R«5 and Rbs combine to each other, together with the nitrogen 
atom to which they bind, to form a cyclic amino group are referred to as -bls(cyclicamlno-sulfonyl)amino group . 
[02201 Among the groups represented by the formula (o)-15E). those groups in which R^ is a hydrocarbon group 
are referred to as "bis(N-hydrocarbon-sulfinamoyl)-amino group", and those groups In which R»5 is a heterocyclic group 
are referred to as "bis(N-heteroring-sulfinamoyO-anniino group". ^ ^ 

[0221] Among the groups represented by the formula (<o-1 6E), those groups In which and Pt^ are hydrocarbon 
groups are referred to as "bIs[N.N-di(hydrocarbon)-suIfinamoyl]-amino group", those groups In which R»5 and fV>^ are 
heterocyclic groups are referred to as ■bis[N.N-di(heteroring)-sulflnamoyll-amino group", those groups in which R»5 Is 
a hydrocarbon group and R^s is a heterocyclic group are refen-ed to as "bis(N-hydrocarbon-N-heteroring-sulfinamoyl)- 
amino group", and those groups in which R^s and R" combine to each other, together with the nitrogen atom to which 
they bind, to form a cyclic amino group are referred to as •bis(cyclicanriino-suifinyl)amino group". 
[02221 Among the groups represented by the fomiula (<o-17E), those groups In which RP^tea hydrocarbon group 
are referred to as "bis(hydrocarbon-oxy-sulfonyl)-amino group", and those groups in which R^ Is a heterocyclic group 
are referred to as "bis(heteroring-oxy-sulfonyl)-amino group". ^ ^ ^ 

[02231 Among the groups represented by the formula (a)-18E). those groups in which R^ is a hydrocarbon group 
are referred to as "bls(hydrocarbon-oxy-sulfinyl)-amino group", and those groups in which Ras Is a heterocyclic group 
are referred to as "bis(heterorin9-oxy-sulfinyl)-amino group". „ = ^ r,i,.i u -i 

[0224] Among the groups represented by the fonmula (co-1 9E), those groups in which both R»= and R«» are hydro- 
carbon groups are referred to as •bis[0,0'-di(hydrocarbon)-phosphono]-amino group", those groups in which both R= 
and Rb5 are heterocyclic groups are referred to as "bis[0.0'-di(heteroring)-phosphono]-amino group", and those groups 
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in which R«5 is a hydrocarbon group and R^s is a heterocyclic group are refen-ed to as "bis(0-hydrocarbon^O*-heter- 
oring-phosphono)-amino group". ^ ^ 

[0225] Among the groups represented by the formula (a)-20E), those groups in which is a hydrocarbon group 
are referred to as "bis(hydrocarbon-sulfonyl)<amino group", and those groups in which R^s is a heterocyclic group are 
5 refen-ed to as "bis(heteroring- sulfonyl)-amino group". 

[0226] Among the groups represented by the formula (a>-21 E), those groups in which is a hydrocarbon group 
are referred to as »bis(hydrocarbon-sulfinyl)-amino group", and those groups in which R«5 is a heterocyclic group are 
refen-ed to as "bis(heterorlng-su!finyl)-amino group". 

[0227] Examples of the hydrocarbon In the groups represented by the aforementioned formulas (u)-1 E through (co- 
rd 21 E) include similar groups to the aforementioned hydrocarbon group. Examples of the bis(hydrocarbonH3arbonyl)- 
amino groups represented by the fomiula (a^1 E) include, a bis(alkyI-carbonyl)-amino group, a bis(alkenyl-carb6nyl)- 
amino group, a bis(alkynyl-carbonyl)-amino group, a bis(cycloalkyl-carbony!)-amino group, a bis(cycIoalkenyI-carbo- 
nyl)-amino group, a bis(cycloalkanedienyl-carbonyl)-amino group, a bis(cycloalkyl-alkyi-carbonyi)-amino group which 
is a bis(aliphatic hydrocarbon-carbonyI)-amino group, a bis(aryl-carbonyl)-amino group, a bis{aralkyl-carbonyl)-amino 
group, a bis(bridged cyclic hydrocarbon-carbonyl)-amlno group, a bls{splro cyclic hydrocarbon -carbonyl)-aml no group, 
and a 'bls(terpene family hydrocarbon-carbonyl)-amino group. In the following, groups represented by the fomiulas (a>- 
2E) through ((0-21 E) are similar to those explained above. 

[0228] Examples of the heteroring in the groups represented by the aforementioned formulas (a)-1 E) through (o- 
21 E) include similar groups to the aforementioned heterocyclic group. Examples of the bis(heteroring-carbonyl)-amlno 
group represented by the formula (<o-1E) Include, for example, bis(monocycl.lc heterparyl-carbonyQ-amino group, bis 
(fused polycyciic heteroaryl-carbony!)-amino group. bis(monocyclic nonaromatic heterocyclic-carbonyl)-amino group, 
and bis(fused polycyciic nonaromatic heterocyclic-carbonyl)-amino group. In the following, groups represented by the 
formulas (o>-2E) through {<o-2^ E) are similar to those groups mentioned above, 
[0229] Examples of the cyclic amino in the groups represented by the aforementioned formulas (o>-1 OE) through (<o- 
25 16E) include similar groups to the aforementioned cyclic amino group. 

[0230] The aforementioned acyl-amino group and di(acyl)-amino group are generically refen-ed to as "acyl substituted 
amino group". Furthermore, the aforementioned N-hydrocarbon-amino group. N.N-di(hydrocarbon)-amino group, N- 
heterocyclic-amino group, N-hydrocarbon-N-heterocycIic-amino group, cyclic amino group, acyl-amino group, and di 
(acyl)-amino group are generically referred to as "substituted amino group". These substituted amino group and amino 
30 group are generically referred to as "amino groups which may be substituted". 

[0231] In the following, compounds represented by the aforementioned general formujas (I). (1-1), (i-2), (1-3). (1-4) 
are explained in details. ... 
[0232] "Connecting group whose number of atoms of main chain is 2 to 4" in the definition of X means connecting 
groups wherein 2 to 4 atoms in a main chain link together between rings Z and E. The aforementioned "number of 
35 atoms of the main chain" Is counted so as to minimize the number of connecting atoms existing between the rings Z 
and E, regardless of the presence or absence of tietero atom(s). Forexample.the number of atoms of 1 ,2-cyclopenty- 
lene is counted as 2, the number of atoms of 1 ,3-cyciopentylene is counted as 3, the number of atoms of 1 ,4-phenylene 
is counted as 4, the number of atoms of 2,6-pyridine-djyl is counted as 3. 

[0233] The aforementioned "connecting group whose number of atoms of malh chain Is 2 to 4" Is. formed by one 
40 functional group selected from the following group of divalent group ^-1 , or formed by combining 2 to 4 functional 
groups of 1 to 4 kinds selected from the following divalent group ^-2. 

[Divalent group ^-1 ] the groups of the following fomiulas : 

45 [0234] 
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[Divalent group C -2] the groups of the following formulas : 
[02351 

O H 

S II I 

_„_ _s_ H -S- -C- 

O H 



-C — C C=C — - 

II II > • — c=c- 

S N— H H H 



.C=N N— N=N*— 

I I N=N 

^ ii H O- 



When 2 or more divalent groups combine, eacli group may be the same or different. 

[02361 The aforementioned "connecting group whose number of atoms of a main chain is 2 to 4" is preferably a group 
25 selected from the following "connecting group a". 

[Connecting group a ] the following fomiuias : 
[02371 
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wherein the bond at the left end binds to ring Z and the bond at the right end binds to to E. 
[0238J The group represented by the following formula Is most pref en-ed: 



C— N 

II I 
O H 



10 



IS 



wherein, the bond at the left end binds to ring Zand the bond at the right end binds to E. ^ ^ , ^. 

[02391 Exampies of the substituent, according to "connecting group which may be substrtuted in the definition of a 
connecting group whose number of atoms of the main chain is 2 to 4°, include similar groups to the substltuents in the 
definition of the aforementioned "which may be substituted". A to Cg alkyi group is preferred, and a methyl group 
Is more preferred. The substituent may combine with asubstltuent of the ring E or Z. together with atoms to which they 
bind, to fomi a cyclic group which may be substituted. Examples include the compounds represented by the general 
formula (i) being those reprelsented by the following fomnulas: 



20 



30 



35 



40 



CFa 





[0240] In the aforementioned general fomnula (i), examples of A include hydrogen atom and an acetyl group, and 

hydrogen atom fe preferred. ^ . \.. , ^ ^,t^ 

[02411 Examples of the "arene" in "an arene which may be substituted" in the definition of nng Z include a monocyclic 
or fused heterocyclic aromatic hydrocarbon, and include, for example, benzene ring, naphthalene ring, anttiraoene 
ring, phenanthrene ring, and acenaphylene ring. Cg to 0,0 arenas such as benzene ring, naphthalene ring and the like 
are preferred, benzene ring and naphthalene ring are more preferred, and benzene ring is most prefen-ed 
[0242] When ring Z is a benzene ring, substltuents according to the definition of "which may be sulDStituted in addition 
to the group represented by formula -O-A wherein A has the same meaning as that defined in the general formula (i) 
and the group represented by fomiula -X-E wherein each of X and E has the same meaning as that defined in the 
general fomiula (I)" are preferred to locate on the position of Rz when the following partial fonmula (iz-1) m the general 
formula containing ring Z 



45 



so 




(Iz-1) 



is a group represented by the following fomiula (lz-2). 
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(I z-2) 



[0243] Examples of the "hetero arene" in "a hetero arena which may be substituted" in the definition of ring Z include 
a monocyclic or a fused polycyclic aromatic heterocyclic rings containing at least one of 1 to 3 kinds of heteroatoms 
selectedfrom oxygen atom, sulfur atom and nitrogen atom and the like as ring-constituting atoms (ring fomning atoms), 
and Include, for example, furan ring, thiphene ring, pyrrole ring, oxazole ring, isoxazole ring, thiazole ring, isothiazole 

15 ring Imidazole ring, pyrazole ring, 1 ,2.3-oxadiazole ring. 1 ,2,3-thiadiazole ring, 1 ,2,3-triazole ring, pyridine ring, pyn- 
dazine ring, pyrimidine ring, pyrazine ring. 1 .2,3-triazine ring, 1 ,2.4-triazine ring. IH-azepine ring, 1,4-oxepine ring, 
1 4-thiazepine ring, benzofuran ring, isobenzofuran ring, benzo[b]thiophene ring, benzo[c]thiophene ring, Indole ring, 
2H-isolndole ring. 1H-indazoIe ring. 2H-indazole ring, benzooxazole ring, 1 .2-benzolsooxazoIe ring, 2.1-benzoisoox- 
azoie ring benzothiazole ring, . 1,2-benzoisothiazole ring. 2,1-benzoisothiazole ring, 1,2.3-benzooxadiazole nng, 

20 2 1 3-benzooxadiazole ring, i ,2,3-ben20thladiazole ring, 2.1 .3-benzothladiazole ring. 1 H-benzotriazole ring. 2H-ben- 
zotriazole ring, quinoline ring, isoquinoline ring, cinnoline ring, quinazoline ring, quinoxallne ring, phthalazine ring, 
naphthyridine ring. 1H-1 ,5-benzodiazepine ring, carbazole ring, a-carbollne ring. p-cariDOline ring, rcarboline ring, 
acridine ring phenoxazlne ring, phenothlazine ring, phenazine ring, phenanthridine ring, phenanthroline nng. thian- 
threne ring indollzine ring, and phenoxathline ring, which are 5 to 1 4 membered monocyclic or fused polycyclic aromatte 

25 heterocyclic rings. 6 to 13 membered monocyclic or fused polycyclic aromatic heterocyclic rings are preferred, and 
pyridine ring, indole ring, quinoxallne ring, and carbazole ring are more preferred. 

[0244] Examples of the substrtuent in the definition of "which may be substituted in addition to the group represented 
by formula -O-A wherein A has the same meaning as that defined In the general fomnula (1) and the group represented 
by formula -X-E wherein each of X and E has the same meaning as that defined in the general fomnula (!)" in the 
30 definition of ring Z Include similar groups to the substituent explained for the definition "which may be substituted". 
When ring Z is "a benzene ring which may be substituted In addition to the group represented by fomnula -O-A wherein 
A has the same meaning as that defined in the general fomnula (I) and the group represented by formula -X-E wherein 
each of X and E has the same meaning as that defined in the general formula (I)" , prefen-ed examples of the substituents 
include halogen atoms, nitro group, cyano group, hydroxy group which may be substituted, amino group which may 

35 be substituted, hydrocarbon group which may be substituted, heterocyclic group which may be substituted, acyl group 
which may be substituted, ureido group which may be substituted, thiureido group which may be substituted, and 
diazenyl group which may be substituted, which are defined as those of substituent group y-l z. 
[0245] Examples of the "hydroxy group which may be substituted" in the definition of the substituent group y-lz. and 
the "hydroxy group which may be substituted" in the definition of Include similar groups to the "hydroxy group which 

40 may be substituted" according to the definition of the aforementioned "which may be substituted", and examples of the 
substituent include similar groups to the substituents in the definition of the aforementioned "which may be substituted". 
Hydrocarbon-oxy group which may be substituted Is preferred as the "hydroxy group which may be substituted", a 
to Ce alkoxy group which may be substituted is more prefen^ed, and methoxy group is further preferred. 
[0246] Examples of the "amino group which may be substituted" in the definition of the substituent group r^z and 

45 the "amino group which may be substituted" in the definition of include similar group to the "amino group which may 
be substituted" according to the definition of the aforementioned "which may be substituted", and examples of the 
substituent Include similar groups to the substituent according to the definition of the aforementioned "which may be 
sulDstituted". Di(hydrocariDon)-amino group and hydrocariDon-cartaonyl-amino group are preferred as the "amino group 
which may be substituted", di(Ci to Cg alkyl)-amino group and Cg toC^o aryl-carbonyl-amino group are more preferred. 

50 and dimethylamino group and benzoylamino group are further preferred. 

[0247] Examples of the substituent in the definition of "hydrocarbon group which may be substituted" in the definition 
of the substituent group y-l z, and the substituent in the definition of "hydrocartaon group which may be substituted" in 
the definition of R^ include similar groups to the substituents according to the definition of the aforementioned "which 
may be substituted". A to Cg alkyl group which may be substituted, a to Cg halogenated alky! group which may 

55 be substituted, a Cg to Cg alkeny! group which may be substituted, a Cg to Cg alkynyl group which may be substituted, 
a Cg to C^o aryl group which may be substituted, and a Cy to C^g aralkyl group which may be substituted are prefen-ed 
. as the -hydrocartDon group which may be substituted", and methyl group, tert-butyl group. 1 -hydroxyethyl group, 1 -(meth- 
oxyimino)ethyI group, 1 -[(benzyloxy)iminolethyl group, trifluoromethyl group, pentafiuoroethyl group, phenyl group. 
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4-(trifIuoromethyl)phenyl group, 4-fluorophenyl group. 2,4-difluoropheny! group. 2-phenylethen-1-yl group. 2,2-dicya- 
noethen-1-yI group. 2-cyano-2-(methoxycarbonyl)ethen-1-yl group. 2-carboxy-2-cyanoethen-1 -yl group, ethynyl 
group phenylethyhyl group, (trimethylsilyl) ethynyl group, phenyl group, and 2-phenethyl group are more preferred. 
[0248] Examples of the substituent in the definition of "heterocyclic group which may be substituted" in the definition 
of the substituent group r 1 and the substituent in the definition of "heterocyclic group which may be substituted" in 
the definition of include similar groups to the substituents according to the definition of the aforementioned "which 
may be substituted". A heteroaryl group which may be substituted is preferred as the "heterocyclic group which may 
be substituted", a 5 to 6-membered heteroaryl group which may be substituted is more preferred, and 2-thienyl group, 
3-thienyl group', t-pyrrolyl group, 2-methylthlazol-4-yi group, and 2-pyridyl group are further prefen-ed. 
[0249] Examples of the "acyl group which may be substituted" in the definition of the substituent group y-1 z and the 
'•acyl group which may be substituted" in the definition of include similar groupis exemplified in the aforementioned 
definition of "acyl group which may be substituted", and examples of the substituent include similar groups to the 
substituent explained for the definition "which may be substituted". Carbamoyl group which may be substituted, sulfa- 
moyl group which may be substituted, a hydrocarbon-carbonyl group which may be substituted, a hydrocarbon-oxy- 
carbonyl group which may be substituted, a heteroring-carbonyl group which may be substituted, and a heteroring- 
sulfonyl group which may be substituted are preferred as the "acyl group which may be substituted", carbamoyl group 
which may be substituted, sulfamoyi group which may be substituted, a to Cg allcylK:arbonyl group which may be 
substituted, a to Cg alkoxy-carbonyl group which may be substituted, a 5-membered heteroaryl-sulfonyl group which 
may be substituted, and a 6-membered nonaromatic heterocyclic-sulfonyl group which may be substituted are more 
prefen-ed. and [3.5-bls(trifluoromethyI)phenyl]carbamoyl group, dimethylcarbamoyi group, dimethylsulfamoyi group, 
acetyl group, isobutyryl group, methoxycarbonyl group, piperidinocarbonyl group, 4-benzylpiperidinocarbonyl group, 
and (pyrrol- 1-yl)sulfonyl group are further preferred. 

[0250] Examples of the substituent in the definition of "ureido group which may be substituted" in the definition of 
the substituent group and the substituent in the definition of "ureldo group which may be substituted" in the 
definition of Rz include similar groups to the substituent explained for the definition "which may be substituted", 3- Phe- 
nylureido group is preferred as the "ureldo group which may be substituted". 

[0251] Examples of the substituent in the definition of "thioureido group which may be substituted" in the definition 
of the substituent group r1z and the substituent in the definition of "thioureido group which may be substituted" in the 
definition of R^ include similar groups to the substituent explained for the definition "which may be substituted". (3-Phe- 
ny!thio)ureido group is preferred as the "thioureido group which may be substituted". 

[0252] Examples of the substituent in the definition of "diazenyl group which may be substituted" In the definition of 
the substituent group y-IZr and the substituent in the definition of "diazenyl group which may be substituted" in the 
definition of R^ include similar groups to the substituent explained for the definition "which may be substituted". (4-Ni- 
trophenyl)diazenyl group and {[{4-pyridin-2-yl)sulfamoyl]-phenyl}diazenyl group are prefen-ed as the "diazenyl group 

which may be substituted". u ♦ ^ 

[0253] Examples of R^ include halogen atom, nitro group, cyano group, hydroxy group which may be substituted, 
amino group which may be substituted, hydrocarbon group which may be substituted, heterocyclic group which may 
be substituted, acyl group which may be substituted, ureldo group which may be substituted, thioureido group which 
may be substituted, and diazenyl group which may be substituted, and halogen atom Is most preferred. 
[0254] Examples of the aryt group of "an aryl group which may be substituted" In the definition of E include similar 
groups to the aryl group In the definition of the aforementioned "hydrocarbon group", and Cg to C^o aryl groups such 
as phenyl group, 1-naphthyl group, 2-naphthyl group and the like are prefen-ed; and phenyl group is most prefen^ed. 
[0255] Examples of the substituent in the definition of "an aryl group which may be substituted" in the definition of E 
include similar groups to the substituent explained for the definition "which may be substituted". 
[0256] Preferred embodiments of the phenyl group according to "an aryl group which may be substituted" in the 
definition of E are: 

(1) phenyl group substituted with two to Cq halogenated alkyl groups wherein said phenyl group may be sub- 
stituted in addition to the two to Cq halogenated alkyl groups; 

(2) phenyl group substituted with one C^to Cg halogenated alkyl group wherein said phenyl group may be substi- 
tuted (except with a to Cg halogenated alkyl group) in addition to the to Cg halogenated alkyl group; and 

(3) phenyl group which may be substituted (except with a to Cg halogenated alkyl group). 

[0257] Examples of the "C^ to Cg halogenated alkyl group" in "phenyl group substituted with two C^ to Cg halogenated 
alkyl groups wherein said phenyl group may be substituted in addition to the two C^ to Cg halogenated alkyl groups" 
in the definition of E include similar groups to those exemplified in the aforementioned definition of "C^ to Cg halogenated 
alkyl group", and examples of the substituent in the definition of "said phenyl group may be substituted in addition to 
the two C^ to Cg halogenated alkyl groups" include similar groups to the substituent explained for the definition •^whlch 
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!o25« ^"phlnyrgroup substituted with two to Cg halogenated alkyi groups" is preferred as the "phenyl group 
substituted with two to Ce halogenated allcyi groups wherein said phenyl group may be substituted in addition to 
the two C, to Cs halogenated alkyI groups". 3,5-Bis(trifiuoromethyi)phenyl group and 2.5-bis(trifluoromethyl)phenyl 
group are prefen-ed, and 3,5-bis(trifluoromethyl)phenyl group is most preferred. , ^ 

r02591 Examples of the substituent In the definition of "phenyl group substituted with one C, to Cg halogenated alkyI 
group wherein said phenyl group may be substituted (except with a to halogenated alkyI group) Jn addition to 
one C, to Ce halogenated alkyi group" in the definition of E include similar groups to the substituent explained for the 
definition "which may be substituted"(a C, to Ce hatogenated alkyI group is excluded). Halogen atoms nitro group, 
cvano group, hydroxy group which may be substituted, hydrocarbon group which may be substituted, heterocyclic 
group which may be substituted, sulfanyl group which may be substituted which are defined in substituent group r^e 

r02601 Examples of the "hydroxy group which may be substituted" in the definition of the substituent group r 1 e 
include similar groups to the "hydroxy group which may be substituted" in the definition of the aforementioned "which 
mavbesubstituted-.andexamplesofthesubstituentincludeslmilargroupstothesubstituentexplainedforthedefinition 

•which may be substituted". Hydrocarbdn-oxy group which may be substituted is preferred as the "hydroxy group which 
may be substituted". C, to Cg alkoxy group which may be substituted which is defined as substituent group r2e is 
more prefen-ed. and methoxy group is further prefen-ed. . .u ^ ..^ 

r0261] Examples of the substituent in the definition of "hydrocarbon group which may be substituted inthe definition 
of the substituent group y -le, and the substituent in the definition of "hydrocarbon group which may be substituted 
in the definition of include similar groups to the substituent explaihed for the definition "which may be substiUited . 
A C, to Ce alkyi group which may be substituted which is defined in substituent group r2e is preferred as the hydro- 
carbon group which may be substituted", and methyl group is more preferred. ^ ^ ... 
[02621 Examples of the substituent In the definition of "heterocyclic group which may be substituted in the definition 
of the substituent group -^le include similar groups to the substituents explained for the definition "which^may be 
substituted- A 5 to 6-membcred nbn-aromafic heterocyclic group which may be substituted which is defined in sub- 
stituent group -^Ze is prefen-ed as the "heterocyclic group which may be substituted", and 1-pyrrolidlnyl group and 
morpholino group are more preferred. , ' ..^ » n 
[02631 Examples of the "sulfanyl group which may be substituted" in the definition of the substituent group r1e 
include sirniiar groups to the "sulfanyl group which may be substituted" according to the definition of the aforementioned 
"which may be substituted", and examples of the substituent include similar groups to the substituent explained for the 
definition "which may be substituted". A hydrocarbon-suifanyl group which may be substituted Is preferred as the sul- 
fanyl group which may be substituted", and a C^ to Cg alkyl-sulfanyl group which may be substituted, whteh is defined 
in substituent group Y-2e, is more preferred, and methylsulfanyl group is further prefen-ed. ^ , 
r02641 Examples of the "C. toC. halogenated alkyI group" in "phenyl group substituted with one C, to Cg halogenated 
alkyI group wherein said phenyl group may be substituted (except with a C, to Cg halogenated alkyi group) in addition 
to the C, to Cfi halogenated alkyi group" in the definition of E include similar groups to the aforementioned C^ to Cg 
halogenated alkyi group". Ci to Cg alkyi groups substituted with one or more fluorine atoms are preferred. C, to Cg 
alkyi groups substituted with three or more fluorine atoms are more preferred, and trifluoromethyl group is most pre- 

[02651 Examples of the "phenyl group substituted with one C, to Cg halogenated alkyi group wherein said phenyl 
group may be substituted (except with a C, to Cg halogenated alkyi group) In addition to the C, to Cg halogenated a^ky 
group" in the definition of E include 2-(trifluoromethyl)phenyl group. 3-(trifluoromethyl)phenyl group, 4-(tnfluoromethyl) 
phenyl group, 2-fluoro-3-(trifiuoromethyl)phenyi group, 2s:hloro-4-(trifluoromethyDphenyl group. 2-fluoro-5-(trifluor- 
omethyDphenyl group, 2-chloro-5-(trifluoromethyl)phenyl group, 3-fluoro-S-(trifluoromethyl)phenyl group, 3-bromo- 
5-(trifluoromethyl)phenyl group. 4-chloro-2-(trifluoromethyi)phenyl group, 4 -fluoro-3-(trifluoromethyl)phenyl group 

4- chloro-3-{trifluoromethyl)phenyl group. 2-nitro-5-(trifluoromethyl)phenyl group. 4-nitro-3-(trif uoromethyl)pheny 
group 4-cyano-3-(trifluoromethyl)phenyl group. 2-methyl-3-(trifiuorometh,yi)phenyl group. 2-methyl-5-(tnfluoromethjrt) 
phenyl group, 4-methyl-3-(trifluoromethyl)phenyl group, 2-methoxy-5-(trifluoromethyi)phenyl group. 3-m6thoxy-5-(tnf- 
luoromethyDphenyl group, 4-methoxy-3-(trifluoromethyl)phenyl group, 2-(methylsulfanyl)-5-(trifiuoromethyl)phenyl 
group 2-(1-pyrrolidino)-5-(trifiuoromethyl)phenyl group, and 2-morpholino-5- (trifluoromethyl)phenyl group. 2-Chloro- 

5- (trifluoromethyl)phenyl group. 4-chloro-3-(trifluoromethyl)phenyl group, 2-methoxy-5-(trifluoromethyl)phenyl group, 
and 3-methoxy-5-(trifluoromethyl)phenyl group are more preferred, and 2-ohloro-5-(trifluoromethyl)phenyl group is 

[Jgeef^'lxiSples of the substituent in the definition of "phenyl group which may be substituted (except with a C^ to 
C« halogenated alkyi group)" in the definition of E include similar groups to the substituent explained for the definition 
•v^teh may be substituted". Halogen atoms, nitro group, hydroxy group which may be substituted, hydrocarbon group 
whteh may be substituted, and acyl group which may be substituted which are defined in substituent group t^b are 
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r02Si*'*Examples of the "hydroxy group which may be substituted" In the definition of the substituent group 
nclude similar groups to the "hydroxy group which may be substituted" according to the definition of the aforementioned 
"which may be substituted", and examples of the substituent include similar groups to the substituent explained for the 
definition Vhich may be substituted". Unsubstituted hydroxy group and a hydrocarbon-oxy group which may be sub- 
stituted are preferred as the "hydroxy group which may be substituted", and unsubstituted hydroxy group and to. Cg 
alkoxy grbup which may be substituted which are defined in substituent group r4e are more preferred, and unsubsti- 
tuted hydroxy group and methoxy group are further preferred- . _,„. ... ^ 
[02681 Examples of the substituent in the definition of "hydrocaiton group which may be substituted in the definition 
of the substituent group y-3e include similar groups to the substituent explained for the definition Vhich may be sub- 
stituted" A C. to Ce all<yl group which may be substituted, a Cg to C^o ajyl group which may be substituted, and a 
to Ce alkylene group which may be substituted which are defined In substituent group r4e are preferred as.ttie hy- 
drocarbon group which may be substituted", and methyl group, tert-butyl group and 1 .1 .4.4-tetramethylbiitane-1 ,4-dlyl 

arouD are more preferred. ■ . ' « . • j 

r02691 Examples of the "acyl group which may be substituted" in the definition of the substituent group r3e include 
the similar group to those exemplified in the aforementioned definition of "acyl group which may be substtuted . and 
examples of the substituent include similar groups to the substituents explained for the definition which may be sub- 
stituted" A hydrocarbon-caibonyl group which may be substituted and a hydrocarbon-pxy-carbonyl group which may 
be substituted are preferred as the "acyl group which may be substituted". A to Ce alkyl-caibonyl group which may 
be substituted, a to Cg alkoxy-carbonyl group whteh may be substituted which are defined in substituent group r 
4e are more preferred, and acetyl group and methoxycarbonyl group are further preferred. 
r02701 Phenyl group, 3-chlorophenyl group, 4-chlorophenyl group, 2,5-dichloroph6nyl group. 3,4KJichlorophenyl 
group 3,5-difluorophenyl group. 3.5-dichlorophenyl group, 3.4,5-trichlorophenyl group, pentafluorophenyl group, 
3 5-dlnitrophenyl group, 3.5-dichloro-4-hydroxyphenyl group. 2.5-dImethoxyphenyl group, 3,5-dimethoxyphenyl group. 
25 3'5-dimethylphenyl group. 2,5-bls[(1.1-dlmethyl)ethyl]phenyl group, 3,5-bis[(1 ,1-dimethyi)ethyllphenyl group, 
5-(1 1-dimethyl)ethyl-2-methoxyphenyl group, 3,5,5,8,8-pentamethyl-5,6.7.8-tetrahydronaphthalen-2-yl group, biphe- 
nyl-3-yl group, 4-methoxybiphenyl-3-yi group. 3-acetylphenyl group, and 3.5-bis(methoxycarbonyl)phenyl group are 
prefenred as "phenyl group which may be substituted (except with a C, to halogenated alkyi group) in the definition 
of E 2 5-Bis[(1.1-dimethyl)ethyl]phenyl group. 3,5-bis[(1 .1 -dimethyl)ethyGphenyl group, and 5-(1 .1 -dimethyl)ethyl- 
30 2-methoxyphenyl group are more preferred, and 2-chloro-5-(trifluoromethyOphenyl group is most preferred ^ 

r0271] Examples of the "heteroaryl group" in "heteroaryl group which may be substituted" in the definition of E include 
similar groups to the "monocyclic heteroaiyl group" and "fused polycyclic heteroaryl group" In the definition of the 
aforementioned "heteroaryl group". A 5 to 13-membered heteroaryl group is preferred, and thienyl group. Pyrazohr 
group, oxazolyl group, thiazolyl group, thiadiazolyl group, pyridyl group, pyrimldinyl group, indolyl group, and carbazoiyi 
35 group are more preferred, and thiazolyl group IS most prefen-ed. ^ , ... ■ .u^ 

[02721 Examples of the substituent in the definition of "heteroaryl group which may be substituted in the above 
definition of E Include similar groups to the substituent explained for the definition "which may be substrtuted". 
[02731 Examples of the substituent in the definition of "thiazolyl group which may be substituted in the above defi- 
nition of E include similar groups to the substituent explained for the definition "whteh may be substituted Halogen 
40 atoms cyano group, hydrocarbon group which may be substituted, heterocyclic group which may be substituted, and 
acvl qroup which may be substituted which are defined as substituent group r5e are prefenred. 
[02741 Examples of the substituent In the definition of "hydrocarbon group which may be substituted' in the definition 
of the substituent group rSe include similar groups to the substituents explained for the definition "which may be 
substituted". A Ci to Ce alkyI group which may be substituted, a C, to C5 halogenated alkyI group which may be 
45 substituted, a C, to C,o aryl group which may be substituted, and a C7 to CU aralkyl group which '"^y be sutet^te^^^ 
which are defined In substituent group r6e are preferred as the "hydrocarbon group which may be subs ituted . Methy 
group, ethyl group, isopropyl group, n-butyl group, tert-butyl group, carboxymethyl group, trifluoromethyi group, phenyl 
group. 4-fluorophenyl group. 3-(trifluorom6thyl)phenyl group, pentafluorophenyl group, and benzyl group are preferred. 
[02751 Examples of the substituent in the definitiort of "heterocyclic group whteh may be substituted in the definition 
50 of the substituent group y-5e include similar groups to the substituent explained for the definition Vhlch may be sub- 
stituted" A 6-mertibered non-aromatic heterocyclic group which may be substituted, which is defined in substituent 
group y -Be, is preferred as the "heterocyclto group which may be substituted", and piperidino group, morpholino group, 
4-methylpiperldin-1 -yl group, and 4-phenylpiperidin-1-yl group are more preten^d. ^ . , ^ 

[0276] Examples of the "acyl group which may be substituted" in the definition of the substituent group r5e include 
55 similar groups to those exemplified in the aforementioned definition of "acyl group whteh may be substituted", and 
examples of the substituent include similar groups to the substituents explained for the definition "which may be sub- 
stituted". A hydrocarbon-carbonyl group which may be substituted, a carbamoyl group which may be substituted and 
a hydrocarbon-oxy-carbonyl group whteh may be substituted are preferred as the "acyl group which may be substituted . 
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Carbamoyl group which may be substituted, a to alkyl-carbonyl group which may be subsWu ed a to C^o 
aryl-carbonyi group which may be substituted, a C, to alkoxy-carbonyl group wh,ch may be substituted whi* are 
defined in substituent group r6e are more preferred, and N-methylcarbamoyI group, N-ethylcarbamoyI group. N-.so- 
propylcarbamoyl group, N-(2-phenethyl)carbamoyl group, acetyl group, pivaioyi group, benzoyi group, and ethoxycar- 
bonvl aroup are further preferred. 

r0277] 5-Bromo-4-[(1,1-dimethyi)ethyl]thiazol-2-yl group, 5-bromo-4-(trifluoromethyl)thiazol-2-yl group. 5-cyanp- 
4-[(1 1-dimethyi)ethyi]thiazol-2-yl group. 4-[{1.1-dimethyl)ethyl]thla2ol-2-yl group, 5-phenyl-4-(trifluoromethyl thiazol- 
2-yl group, 4-(1,1-dimethyl)ethyi-5-ethyithiazol-2-yl group, 5-methyl-4-phenylthiazol-2-yl group, 4-isopropyl-5-phe- 
nylthiazol 2-yi group, 4-benzyl-5-phenylthla2oi-2-yl group. 4(1 .1-dimethyl)ethyi-5-t(2.2-dimethyOprop.onyl]th(a20l-2-yI 
Xr5-«=^'y^4-ph;nylthia2ol-2-yl group, 5-benzoyl-4-phenylthia2ol-2-yl group. 4-(1^ 

bonyl)thia2ol-2-yl group. 5-ethoxycarbonyl-4-(trlfluoromethyi)thia2ol-2-yi group, 5-ethoxycarbonyl-4-phenylthiazoi-2-yl 
group, 4(1.1-dimethyl)ethyi-5-piperldinothiazol-2-yi group. 4-(1.1-dimethyl)ethyl-5-morpholinothlazol-2-yl group, 
4-(1 1-dimethyi)ethyi)-5-(4-phenylpiperidin-1 :yl)thiazol-2-yl group, 4-(1 .1 -dimethyl)ethyl-5-(4-methylp.pendm-1 -yl)thi- 
azol-2-yl group 4,5-Jiphen;ithiiol-2-yi group. 4-phenylthia2oI-2-yi group, 4.5-dimethylthiazoi-2-yl group, 2- hiazolyl 
qroup 5-methyIthiazol-2-yi group, 4-ethyl-5-phenyithia2ol-2-yl group. 5-carboxym6thyl-4i)henylthiazol-2-yl group, 
i-metiiyicarbamoyi-4-phenylthia2ol-2.yl group, 5-ethylcarbamoyl-4-phenylthiazoi-2-yl group, 5-isopropylca^^^^^^ 
4-phenyithiazoi-2-yl group, 5-(2-phenetyi)carbamoyl-4-phenyithia2ol-2-yl group, 4-(n-butyl)-5-phenylthiazol-2-yl 
group 4-methyl-5-[(3-trlfluotx>methyl)phenyl]thiazoI-2-yl group, and 5-(4-fluorophenyl)-4-methylth,azol-2-yl group are 
preferred as 'thiazoiyl group which may be substituted" in the definition of E.and 4-(1 ,1 -dimethyi)ethyl-5-[(2,2-dimethyl) 
20 propionyl]thiazoI-2-yi group is more preferred. . u t».*^H in tho 

[0278] In the aforementioned general formula (1-1). Zl is 2-hydroxyphenyl group which may be substituted in the 
6-position or 2-acetoxyphenyl group which may be substituted in the S^josition. . ^ ^ ^ ^ , . 

[0279] Examples of the "halogenated alkyi group" in the "phenyl group substituted with two C, to Cg halogenated 
aikyi groups wherein said phenyl group may be substituted in addition to the two C, to halogenated alkyI groups 
in the definition of include similar group to those exemplified in the aforementioned definition of halogenated a 1^1 
qroup" Examples of substituents according to the definition of "said phenyl group may be substituted in addition tojhe 
^o e/to Cs halogenated alkyI groups" include similar groups to the substituents explained forthe dennition "which 
may be substituted". As the "phenyl group substituted with two to Cg halogenated alkyi groups wherein said phenyl 
group may be substituted in addition to the two C, to Cg halogenated alkyl groups", an example is a phenyl group 
substituted with two d to alM groups which is substituted with one or more fluorine atoms in which said phenyl 
group may further have substituents in addition to the two C, to Cg alkyl groups substituted witt. one or more fluonne 
atoms. More preferred example is a phenyl group substituted with two C, to Cs alkyl groups wh«h Is substituted wrth 
three or more fluorine atoms in which said phenyl group may further have substituents in addition to the two to Ce 
halogenated alkyl groups which are substituted with one or more fluorine atoms, and a phenyl group substituted with 
the ^o C, to Ce alkyl groups which are substituted with three or more fluorine atoms is further preferred. It is preferred 
that these two substituents are substituted in the 2-position and 5-position, or 3-positlon and 5-position on the phenyl 

[02801 Trifluoromethyl group is most preferred as "C^ to Ce alkyl group which Is substituted with three or more fluorine 
atoms" in the definition of Ri=2,Ri«3. and Rie5. • onrt9.;j,te 

40 [0281] As £1. 3,5-bls(trifluorpmethyl)phenyl group or 2,5-bis(trifluorornethyDphenyl group is preferred, and 2,5-bis 
(trif!uoromethyl)phenyl group Is most prefen-ed. 

r02821 Ai is hydrogen atom and an acetyl group, and hydrogen atom Is prefen-ed. , ., 

[0283 Examples of the "hydroxy group which may be substituted" in the definition of include sirnilar groups to 

the "hydroxy group which may be substituted" in the definition of the aforementioned "which may be substittrted . and 

45 examples of the substituent include similar groups to the substituent explained for the definition which may be sub- 
stltuted". A hydrocart)on-oxy group which may be substiftjted is preferred as the "hydroxy group which may be substi- 
tuted" A C, to Cr alkoxy group which may be substituted is more preferred, and methoxy group is further preferred. 
[02841 E)!amples of the "amino group which may be substituted" in the definition of include similar groups to the 
"amino group which may be substituted" In the definition of the aforementioned "which may be s^bftuted". and ex- 

50 amples of the substituent Include similar groups to the substituent explained for the definition which may be substi- 
tuted" Di(hydr6carbon)-amino group and hydrocartjon-carbonyl-amino group are preferred as the amino group which 
may be substituted", and di(Ci to Cg alkyl)-aniino group and Cg to C„ aryl-amino group are more prefen-ed. and 
dimethylamino group and benzoylamino group are further preferred. ^ . . . ^ 

[02851 Examples of the substituent in the definition of "hydrocarbon group which may be substituted m the definition 

55 of Ri^ include similar groups to the substituent explained for the definition "which may be substituted". A C, to Cg alky 
qroup which may be substituted, a to Cg halogenated alkyl group which may be substituted, a Cg to Cg alkenyl 
group whfeh may be substituted, a to Cg alkynyl group which may be substituted, a Cg to C^o aryl group which may 
be substituted, and a C7 to C^g araikyi group which may be substituted are preferred as the "hydrocartjon group which 
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may be substituted", and methyl group, tert-butyl group. 1 -hydroxyethyl group, 1 -(methoxyimino)ethyl group. 1 -[(ben- 
zylo)(y)imlno]ethyl group, trifluoromethyl group, pentafluoroethyl group, phenyl group. 4-(tnfluoromethyI)phenyl group. 
jJShenyl group. 2.4-difluorophenyl group. 2.phenylethen-1-yl group. 2.2-dicyanoethen-1-yl .group. 2-cyano- 
2-(methoxycarbonyl)ethen-1-yi group. 2-carboxy-2-cyanoethen-1-yl group, ethynyl group, phenylethynyl group, (tn- 
methvlsilyl)ethynyl group, and 2-phenethyl group are more preferred. ^. . ... j „ 

S Examples of the substituent In the definition of "heterocyclic group which may be substituted" .n the def.n.t.on 
of R1Z include similar groups to the substituent explained for the definition "which may be substituted". A heteroaryl 
qroup which mky be substituted Is preferred as the "heterocyclic group which may be substituted", and a 5 to 6-mem- 
bered heteroaryl group which may be substituted Is more preferred, and 2-thienyl group. 3-thlenyl group. 1-pyrrolyl 
qroup. 2-methylthiazol-4-yl group, and 2-pyridyl group are further preferred. , . ^ . ., . 

r02871 Examples of the "acyl group which may be substituted" in the definition of include similar groups to those, 
exemplified In the aforementioned definition of "acyl group which may be substituted", and examples of the substituent 
Include similar groups to the substituents explained for the definition "which may be substituted". Carbamoyl group 
which may be substituted, sulfamoyi group which may be substituted, a hydrocarbon-carbohyl group which may be 
substituted, a hydrocarbon-oxy-carbonyl group which may be substituted, a heterocycllc-carbonyl group which may 
be substituted, and a heterocyclic-sulf onyl group which may be substituted are preferred as the "acyl group which may 
be substituted", and carbamoyl group which may be substituted, sulfamoyi group which may be substituted a C, to 
C„ alkyl-carbonyl group which may be substituted, a to Cg alkoxy-carbonyl group which may be substtuted, a 
5-member heteroaryl-sulfonyl group which may be substituted, anda 6-membered nonaromatic heterocyclic-sulfonyl 
qroup which may be substituted are more preferred. 3.5-Bls(trif|uoromethyl)phenyflcarbamoyl group, dimethylcar- 
bamoyl group, dimethylsulfamoyi group, acetyl group, isobutyryl group, methoxycarbonyl group, pipendinocarbonyl 
group. 4-benzylpiperidinocarbonyl group, and (pyrrol- 1-yl)sulfonyl group are further preferred.^ _ 
r62881 Examples of the substituent in the definition of "ureido group which may be substituted in the definition R 
include sirnllar groups to the substituents explained forthe definition "which may be substituted". 3- Phenyl ureido group 
is preferred as the "ureido group which may be substituted". j ,. 

r02891 Examples of the substituent in the definition of "thloureido group which may be substituted" in the definition 
of R1^ include similar groups tothe substituents explained forthe definition "which may be substituted". (3-Phenylthio) 
ureido group is prefen-ed as the "thloureido group which may be substituted". ^^«^(h„„ 
r02901 Examples of the substituent in the definition of "diazenyl group which may be substituted in the definition of 
Riz include similar groups to the substituents explained forthe definition "which may be substituted". (4-Nitrophenyl) 
diazenyl group and {[(4-pyridin-2-yl)sulfamoyl]phenylldlazenyl group are preferred as the "diazenyl group which may 

rOMlf^ SSiples of Ri^ include a halogen atom, nitro group cyano group, hydroxy group which may be substituted 
amino group which may be substituted, a hydrocarbon group which may be substituted, a heterocyclic group which 
may be substituted, an acyl group which may be substituted, an ureido group which may be substituted, a hioureido 
qroup which may be substituted, a diazenyl group which may be substituted, a halogen atom, a to ail^yl group 
Which rnay be substituted, and a C, to Cg halogenated alkyl groiip which may be substituted are preferred, anda 

halogen atom is most preferred. . . „ ,„ki<, oait 

[02921 Each compound defined by the aforementioned general fomiula (1-1) or a phamiacologically acceptable salt 
thereof and a hydrate thereof and a solvate thereof, except the following 6 compounds, is novel compound, and uses 
of the compounds according to the preserit invention relating to the chemical substances are not limited. 

• N-[3,5-bis(trifluoromethyl)phenyri-2-hydroxybenzamide 

• N-[3,5-bis(trifluoromethyl)phenyl]-5-chlorp-2-hydroxybenzamide 

• N-[3,5-bis(trifluoromethyl)phenyl]-5-bromo-2-hydroxybenzamide 

• N-[3.5-bis(trifluoromethyl)phenyl]-2-hydroxy-5-iodobenzamide 

• N-[3,5rbls(trifluoromethyl)phenyl]-2-hydroxy-5-nltrobenzamlde . 

• 2-Hydroxy-N-l2.3.5-tris(trifluoromethyl)phenyl]benzamide 

[0293] In the aforementioned general fomnula (1-2), 7? is 2-hydroxyphenyl group which may be substituted in the 
5-position or 2-acetoxyphenyl group which may be substituted at the 5-position. 

r0294] Examples of the "halogenated alkyi group" in "phenyl group wherein a to halogenated alkyi group is 
substituted in the 3-position or S-position" in the definition of £2 (wherein said phenyl group may further have one or 
more substituents (except when the substituent is to Cg halogenated alkyi group) in addition to the C, to Cg halo- 
qenated alkyi group in the 3-position or 5-position ) include similar groups to those exemplified in the aforementioned 
definition of "halogenated alkyi group". A C, to Ce alkyi group substituted with one or more fluorine atoms is preferred, 
and a C, to Cg alkyi group substituted with three or more fluorine atoms is more preferred, and tnfluoromethyl group 
is most preferred. Examples of the substituent in the definltton of "phenyl group wherein a C, to Cg halogenated alkyi 
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group is substituted in the 3-position or 5-position" (wherein said phenyl group may further have one or more substit- 
uents (except when the substituent is C, to Cg halogenated all^l group) in addition to the C, to halogenated alkyi 
group in the 3-posltion or 5-position) include similar groups to the substituents explained for the definition "which may 
be substituted". A halogen atom, nitro group, cyano group, a C, to Cg allcyl group which may be substituted, a 5 to 6 
memberednonaromaticheterocyclicgroupwhichmaybesubstituted.aCitoCsalkoxygroupwhichmaybesubstrtuted. 

a Ci to Cs alkyl-sulfanyl group which may be substituted, which are defined in substituent group Y-7e, are preferred, 
and a halogen atom, nitro group, cyano group, methoxy group, methyl group, 1 -pyn-olidinyl group, morpholino group, 
and methyl sulfanyl group are more preferred. ^ .. , • u .> ♦ ^ i fK,. 

[0295] Preferred examples of the "phenyl group wherein a C, to Cg halogenated alkyI groups is substituted In the 
3-position or 5-position (wherein said phenyl group may further have one or more substituents (except when the sub- 
stituent is a to Cs halogenated alkyI) in addition to the to Cg halogenated alkyI group in the 3-position or 
5-position)) " in the definition of £2 include 3-(Trifiuoromethyl)phenyl group, 2-fluoro-3-{trifluoromethyOphenyl group, 

2- fluoro-5-(trifluoromethyl)phenyl group. 2-chloro-5-(trifluoromethyl)phenyl group, 3-fluoro-5-(trifiuoromethyl)phenyl 
group 3-bromo- 5- (trifluoromethyl)phenyl group. 4-chloro-2-(trifluoromethyl)phenyl group. 4-fluoro-3-(trifluoromethyl) 
phenyl gCoup, 4-chloro-3-(trifluoromethyl)phenyl group, 2-nitro-5-(trifluoromethyl)phenyl group, 4rnitro-3-(trifluorome- 
thyOphenyl group, 4-cyano-3-(trifluoromethyl)phenyl group, 2-methyl-3-(trifluoromethyl)phenyl group. 2-methyl-5-(tnf- 
luoromethyDphenyl group. 4-methyl-3-(trifluoromethyl)phenyl group, 2-methoxy-5-(trifluoromGthyl)phenyl group, 

3- methoxy-5-(trifluoromethyl)phenyl group. 4-methoxy-3-(trifiuoromethyl)phenyl group. 2-(methylsulfanyl)-5-(trifluor- 
omethyl)phenyl group. 2-(1-pyrrolidino)-5-(trifluoromethyl)pheriyl group, and 2-morpholino-5-(trlfluoromethyl)phenyl 
group 

[0296] A2 is hydrogen atom and an acetyl group, and hydrogen atom is preferred. 

[0297] Examples of R2z Include a halogen atom, a to Cg alkyI group whfch may be substituted, and a to Cg 
halogenated alkyI group which may be substituted, and preferred examples include a hatogen atom, methyl group, 
tert-butyl group, trifluoromethyl group, and pentafluoromethyl group. , 
[0298] Each compound defined by the aforementlQned general formula (1 -2) or a pharmacologically acceptable salt 
thereof, or a hydrate thereof or a solvate thereof, except the following 15 confipounds. is novel, and uses of the com- 
pounds according to the present invention relating to chemical substances are not limited. 

S-chloro-2-hydroxy-N-[3-(trifluoromethyl)phenyl]benzamide 
5-bromo-2-hydroxyN-t3-(tr|fluoromethyl)phenyl]benzamide 
2-hydroxy-5-iodo-N-[3-(trifluorortiettiyl)phenyl]benzamide 
5-chloro-N-[4-ch!oro-3- (trifluoromethyl)phenyI]-2-hydroxybenzamidG 
5-chloro-N-[5-chloro-3-(trifluoromethyl)phenyl]-2-hydroxybenzamide 
5-chloro-2-hydroxy-N-[4-nitro-3-(trifluoromethyl)phenyllbenzamide 
5-fluoro-2-hydroxy-N-[2-(2,2.2-trifluoroethoxy)-5-(trifluoromethyl)phenyllbenzamlde 
S-fluoro-2-hydroxy-N-[2-(6.6,6-trifluorohexyloxy)-5-(trmuoromethyl)phenyl]-benzamide 
5-chloro-2-hydroxy-N-(3-trifluor6methyl)-4-a4-(trifluoromethyl)sulfanyl]phenoxy}phenyl)benzamlde 
N-[4-(benzothiazol-2-yl)sulfanyl-3-(trifluoromethyl)phenyl]-5-chloro-2-hydroxybenzamlde 
5-chloro-N-[2-(4-chlorophenoxy)-5-(trifluoromethyl)phenyl]-2-hydroxybenzamlde 
S-chlpro-2-hydroxy-N-[2-(4-methylphenoxy)-5-(trifluoromethyl)phenyl]benzamide 
S-chloro-N-[2-(4-chlorophenyl)sulfanyl-5-(trifluoromethyl)phenyl]-2:hydroxybenzamide . 
5-chloro-2-hydroxy-N-[2-(1-naphthyloxy)-5-(trifluorbmethyl)phenyl]benzamlde 
5-chloro-2-hydroxy-N-[2-(2-naphthyloxy)-5-(trifluoromethyl)phenyllbenzamldG 

[0299] in the aforementioned general fonnula(l-3), 7? is 2-hydroxyphenyl group which may be substituted in the 
S-position and 2-acetoxyphenyl group which may be substituted in the 5-position, 

[0300] Examples of the substituent in the definition of "hydrocartjon group which may be substituted" in the definition 
of R3e2 and R3«3 include similar groups to the substituents explained for the definition "which may be substituted". A 
Ci to Cg alkyl group is preferred as the "hydrocarbon group which may be substituted", and tert-butyl group is most 

DrsfsfTGcl 

[0301] Examples of the substituent in the definition of "hydroxy group which may be substituted" in the definition of 
R3«2 and R3e3 include similar grou|Ss to the substituents explained for the definition "which may be substituted". A 
to Cr alkoxy group is preferred as the "hydroxy group which may be substituted", and methoxy group is most preferred. 
[0302] Examples of the substituent In the definition of "Cg to Cg hydrocartjon group which may be substituted" in the 
definition of r3«5 include similar groups to the substituents explained for the definition "which may be substituted". A 
Ca to Cg alkyl group is preferred as the "Cg to Cg alkyl group which may be substituted", and tert-butyl group is nriost 
DrGfcrrod 

[0303] As £3. 2,5-bis[(1 ,1-dimethyl)ethyl]phenyl group. 3,5-bis[(1 .1-dimethyl)ethyl]-phenyi group and 5 -(1 .1-dime- 
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thyOethyl-2-methoxyphenyl group are preferred. 

r03041 A3 is hydrogen atom and an acetyl group, and hydrogen atom is preferred. 

r0305 Examples of include halogen atom, to Cg alkyi group and to Cg halogenated allQrl group, and 
halogen atom, methyl group, tert-butyl group, trifluoromethyl group, and pentafluoroethyl group are preferred. 
r03061 Each compound defined by the aforementioned general formula (1-3) or a pharmacologically acceptable salt 
thereof, or a hydrate thereof and a solvate thereof is novel, and uses of the compounds according to the present 
invention relating to chemical substances are not limited. j , 

[0307] In the aforementioned general formula (M), includes 2-hydroxyphenyl group which may be substituted In 
the 5-position and 2-acetoxyphenyl group which may be substituted in the 5-positon. ^„ . »u > r 

[03081 Examples of thesubstituent in the definition of "hydrocaibon group which maybe substituted in the definition 
of include similar groups to the substltuent explained for the definition "which may be substituted". A to Cg 
alkyl group which may be substituted, a C, to Cg halogenated alkyI group which may be substituted, and a to 
aryl group which may be substituted are preferred as the "hydrocarbon group which may be substituted . and methyl 
group, isopropyl group, tert-butyl group, phenyl group, and pentafluorophenyl are more preferred 
[0309] Examples of the substituent in the definition of "acyl group which may be substituted" in the definition of R*«5 
include similar groups to the substituents explained for the definition "which may be substituted". A Pi to Cg alkyl- 
carbonyl group which may be substituted, a Cg to C,o aryl^arbonyl group which may be substituted, and a C, to Cg 
alkoxyncaibonyi group which may be substituted are preferred as the "acyl group which may be substituted , and acetyl 
aroup. pivaloyi group and benzoyl.group are more preferred. . ^ 

20 [03101 Examples of the substltuent In the definition of "heterocyclic group whfch may be substituted in the definition 
of R-^ include similar groups to the substituents explained for the definition "whfch may be substituted". A 6-membered 
nonaromatic heterocyclic group which may be substituted is preferred as the "heterocyclic group which may be sub- 
stituted", and piperidino group, morpholino group. 4-methylpiperazin-1-yl group, 4-phenylpiperazln-1 -yl group are more 
Dr6f©iT©d 

[03111 As E* 5-bromo-4-[(1,1-dimethyl)ethyllthlazol-2-yl group, 5-bromo-4-(trifluoromethyl)thia2ol-2-yl group, S-cy- 
ano-4-[(1.1-dimethyl)ethyl]thiazol-2-yl group, 4-(1 .1-dimethyl)ethyl-5-[(2.2-dimethyl)propionyQthiazol-2-yl group, 
5-acetyl-4-phehylthia20l-2-yl group, 5-benzoyi-4-phenylthiazol-2-yl group, 4-(1 ,1 -dimethyl)ethyl-5-(ethoxycarbonyl)thi- 
azol-2-vl group, 5-ethoxycarbonyl-4-(trifluoromethyl)thiazol-2-yl group, 5-ethoxycaibonyl-4-phenylthiazol-2-yl group 
5-ethoxycarbonyl-4-(pentafluorophenyl)thiazol-2-yl group, 4-(1,1-dimethyl)ethyl-5-piperidinothiazol-2-y group, 4 
(1 1 -dimethyl)ethyl-5-morpholinothia2ol-2-yl group. 4-(1 ,1 -dimethyOethyl-5-(4.methylpiperidin-1 -yl)thiazol-2-yl group, 
and 4(1,1 -dimethyl)ethyl-5-(4-phenylpiperidin-1-yl)thia20l-2-yl group are preferred, and 4-(1 ,1 -dimethyl)ethyl- 
5-[(2,2-dimethyl)propionyl]thiazol-2-yl group is most preferred. 

[0312] A4 includes hydrogen atom and an acetyl group, and hydrogen atom is preferred. 

[03131 Examples of R-^ include a halogen atom, a Cg to C^o aiyl group, and a 5-membered heteroaryi group, and. a 
halogen atom, phenyl group, 4-fluorophenyl group, 2,4-dtfluorophenyl group. 4-(trifluorohfiethyOph8nyl group, 1-pyrrolyl 
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group, and 2-thienyl group are priBferred. ^ , . „ 

[031 41 Each compound defined by the aforementioned general fomfiula (1-4) or a phamfiacologically acceptable salt 
thereof, and a hydrate thereof and a solvate thereof is novel, and uses of the compounds according to the present 
invention relating to chemical substances are not limited. . , ^ „ , 

40 [03151 The compounds represented by the aforementioned general fomnulas (I), (1-1 ), (1-2), (1-3). and (1-4) may fomi 
salts. Examples of pharmacologically acceptable salts include, when acidic groups exist, metal salts such as lithium 
salt sodium salt, potassium salt, magnesium salt, calsium salts, or ammonium salts such as ammonium salt, methy- 
lammonium salt, dimethylammonium salt, trimethylammonium salt, dicyclohexylammonium salt, and when basic 
aroups exist, mineral acid salts such as hydrochloride, oxalate, hydrosuifate, niti-ate, phosphate, or organic acid sa^ts 
45 such as methane sulfonate, benzene sulfonate, para-toluene sulfonate, acetate, propionate, tartrate, fumarate 
maleate. malate. oxalate, succinate, citrate, benzoate. mandelate, cinnamate, lactate. Salts may sometimes be formed 
with amino acids such as glycine. As acttve ingredients of the medfcament of the present invention, pharmacologically 
acceptable salts may also be suitably used. , „x /, „ ox /i Q^ o„h 

[03161 The compounds or salts thereof represented by the aforementioned general formulas (I). (1-1). (1-2). (1-3). and 
(i-4^ may exist as hydrates or solvates. As active ingredients of the medicament of the present invention, any of the 
aforemehtioned substances may be used. Furthemnore. the compounds represented by the aforementioned general 
formulas (I) (1-1 (1-2), (1-3), and (1-4) may sometimes have one or more asymmetric caitoons. and may exist as steric 
isomers such as optically active substance and diastereomer As active ingredients of the medicament of the present 
invention, pure fomis of stereoisomers, arbitrary mixture of enantiomeis or diastereomers, and racema es may be 
used When the compounds represented by the general fomnulas (I), (1-1). (1-2).. (1-3). and (1-4) have oiefinic double 
bonds, the configuration may be in either E or Z, and as active ingredients of the medicament of the present invention, 
qeometrical Isomer In either of the configurations or a mixture thereof may be used. 

[0317] Examples of the compounds as preferred active ingredients of the medicaments of the present invention are 
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shown below. However, the active ingredients of the medicaments of the present invention are not limited to the com- 
pound set out below, in the table. Me represents methyl group, and Et represents ethyl group. 
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[0318] The compounds represented by the general formula (1) can be prepared, for example, by methods shown 



bellow. 



< Method 1 > 

r03191 The compounds represented by the general formula (I), wherein X Is -CONH-(the hydrogen atom on the 
nitrogen may be substituted) can be prepared, for example, by a method described In the reaction scheme 1 . 



Reaction Scheme 1 



(1) anudabon functional group 

xDodification 



Wherein Aioi represents a hydrogen atom or protecting groups of hydroxy group (preferably, an ^'^y' 9™"P^"^^ 
ny group a n'd the like; an aralkyl group such as benzyl group and the like; an acetyl group, an « ^oxya ^ sroup 
such as methoxymethyl group and the like; a substituted silyl group such as tnmethyls.lyl group °r the like R 
represenra hy^^^^^^^^ a C, to alkyi group or the like, E^oi represents E or precursor of E .n the def,n,t.on of 

the general formula (1). G represents a hydroxy group, halogen atoms (preferably, a chlorine atom), a ^ydroca^on- 
oi grouT(preferably. an aryl-oxy group whtoh may be substituted by halogen atom), an acyl-oxy group, an .m.do-oxy 
group or the like. 
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(First Step) 

r03201 The amide (3) can be prepared by dehydrocondensation of the carboxyllc acid derivative (1 ) and the amine 
2). ris reaction is cairied out at a reaction temperature of from 0=C to 1 80»C. without solvent or ,n an «P~;"°^^^^^ 
in the existence of an acid halogenating agent or a dehydrocondensating agent, and ,n the existence of ornonexistence 

Sr^As the halogenating agent reagent, examples Include, for example, thionyl chloride, thionyl bromide, sulfuryl 
Chloride, phosphorus oxychloride, phosphorus trichloride, phosphoms pentachloride or the like, when ° 's hyd^^^^^^^^ 
atom, phosphoms trichloride is preferable, and when Aioi is acetyl group or the like phosphorus oxychloride .s pre^- 
erab4 AS L dehydrocondensating agent, examples include, for example. ^-N'-d.-^c lohexylcarbodnmKJe 1^^^^^^^^^^^ 
3-(3-dimethylaminopropyl)carbodllmide hydrochloride, diphenylphosphorylazide or the like. As the base, examples 
fniJ-dSganic bases such as sodium carbonate, potassium carbonate, sodium hydrocarbonate or the like, or orgar^ 
bases such as pyridine, trlethylamlne. N,N--diethylanlline or the like. As the aprotic solvent, examples '"clude dichlo- 
romethane. dichioroethane, chlorofom,, tetrahydrofuran, 1,4-dioxane. benzene, toluene, °- 
dichlorobenzene. N.N'-dimethylformamide. N-methylpyrrolidone or the like, when the reaction is earned out in the pres- 
ence of the acid halogenating agent, particulariy. toluene, monochlorobenzene. o-dichlorobenzene P^^J^^^^le _ 
[0322] Furthemiore, a target compound can be prepared, for example, by a method or s.mjar "^f °d descnbed in 
J. Med. Chem.. 1 998, 41 . 2939, that the acid chloride is prepared and isolated from carboxylic acid in advance, then 
it is made to react with an amine having E^°^. 

(Second Process) 

[0323] When the amide (3) has a protecting group and/or has af avorable substituentforfunctional group 
or eximple. an amino group and fts protector or precursor; a carboxy group and its protector or 
group and its protector or precursor, the final target compound (4) can be prepared by a reaction for d^Pro tect on ancV 
orfuLional group modification in this step. Various well-known methods can be used forthe reaction. Forthe reaction 
0 deprotection aJd functional group modification, for example, methods described in "Protect./e Groups in O gan c 
Syntheses" PG M Wuts. T.Green, Eds., Third version, 1999. Wiley. John &Sons. "Handbook of Reagents or Organic 
iS::rs" la. Paque«e, Ed.. 4 Volumes, 1999. Wiley, John & Sons can be used, andfor ^-^^-/^^"^^^^^^ 
modification, for example, methods described in "Palladium Reagents in Organic Syntheses R.R Heck 1985. Aca- 
demic Press. "Palladium Reagents and Catalysts: Innovations in Organic Synthesis" J. Tsuji. 1 999, Wiley, John & Sons. 

raSM]'''' AfTemenW^ed methods are applicable by combining raw materials Properly even in *e case where Xte 
other connecting group, for example. -SO^NH-. -NHCO-. -NHSO^-. -CONHCH^-. -CONHCHaCH^-; wherein the hydro- 
gen atom on the said connecting group may be substituted. 

< Method 2 > 

[0325] The compounds represented by the general fomnula (I), wherein X Is -CHgNH-. for example, can be prepared 
by a method described in the reaction scheme 2. 



Reaction Scheme 2 
H 



N-E 

* 

AH «-» » 



First Process (^^"'^ Second Process (^^» 



(5) 



(wherein each of A and E has the same meaning as that defined in the general formula (I)) 

0326] First, the imine derivative of the formula (7) (wherein the definition of R^-R^ and B the same as those in the 
General fomiula (1)) can be prepared by dehydrocondensation of the aldehyde(5) and the amine (6). This reaction is 
Srrld outT^riactlon temperature of from 0"C to 1 0O'C in a solvent, in the existence of or nonexistence o a dehy- 
drating agent. As the dehydrating agent, examples include anhydrous magnesium sulfate, molecular sieves orthe like. 
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10 



AS the solvent, examples include nonreactive solvent, and tetrahydrofuran. 1 .4-dioxane. methanol, ethanol or the like 

?ol2^;!l''^Sorementloned methods are applicable by combining raw materials properly even in the case where X fe 
LSonSngtroup for example. -CONHN=CH- ; the hydrogen atom on the said connect.ng group may be sub- 

Next the target compound (8) can be prepared by reduction of the imine derivative (7). This reactio" Js .^^^^^ 
th^r^act on ter^oerature of from 0«C to 1 00°C in a solvent, in the existence of a reducing agent. As the reducing 



15 < Method 3 > 



20 



30 



35 



40 



r03291 The compounds represented by the general fomiula (I), wherein X is -CH=CH- (the hydrogen ator^ on the 
Snnec^ing gLp may be substttuted). can be prepared by a method described in the reaction scheme 3. 



50 



55 



Reaction Scheme 3 

W 



( Z J Condensataon \^ / 



(1 1) 
(9) 



wherein each of A and E has the same meaning as that defined In the general formula (I). W represents O.O'-dl- 
water or the like are preferable. 



< Method 4 > 



r033n The compounds represented by the general fomiula (1). wherein X Is -COCH=CH- and -COCHgCHr (the 
Ken atom onTe said connecting group may be substituted), can be prepared by the method, for example, de- 



45 scribed in the reaction scheme 4. 
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Reaction Scheme 4 
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Bedution r-i si 



(1 2) 



Condensation Keflution (15) 



f5 r0332] First the target compound enone (14) can be prepared by dehydrocondensation of the ketone 2) and the 

Sdehjde 3 . This reaction is'carried out in a solvent atthe a reaction temperature of from 

the soK^ent in the existence of a base. As the base, examples include '"°'9«"'^^«^V"f, "'^^^^^^^^^ 
potassium hydroxide, sodium carbonate. potassmmca*onate.sodiumhydrogenca*onate or the l,ke,oro,g^^^^^ 

such as pyridine, triethylamine. N.N'-diethylaniline or the like. Examples include nonreactive solvent, and tetrahydro- 
20 furan 1 4-dioxan, methanol, ethanol. water or the like are preferable. ,i „.,♦ 

03331 Ne^ th; target compound (15) can be prepared by reduction of the enone (14). Th,s reaction ,s carr.ed out 
SreaS temperature offrom O'C to 100-C in solvent, in the existence of a reducing agent As the reduang 
fglnt, examples indude sodium borohydrlde. I.hium borohydride or the like As the «f «'-";P"3^:;^^^^^^^^ 
aLe solvent, and tetrahydrofuran. 1 .4-dioxane. methanol, ethanol or the like are 

iscarriedoutbyamethod of catalytic hydrogenationalso.As the catalyst, examples mc^udepalladumca^onfMa^^^^^^ 

carbon, palladium hydroxide, palladium black or the like. As solvent, examples "^'^f ^' ^^"^^^^ 

rahydrofuran. 1 .4-dioxane. methanol, ethanol or the like are preferable. The reaction is earned out at the reaction 

temperature of from 0°C to 200'C, and the hydrogen pressure is at nomial P^^s"'^°':«PP^^^ .P^f 
M341 lntheexamplesofthespecification,preparationmethodsoftypicalcompounds.ncuded,nttieg^^^^^^ 

1) are explained In details. Therefore, those skilled in the art can prepare any compound included n the general fomiula 
by ^eTelg to the explanations of the aforementioned general preparation methods and <^^^-^-^^^J^;^^^^;; 
mett^ods of the examples, selecting appropriate reaction raw materials, reaction reagents, and reaction condrt.ons. 
and by adding appropriate modification and alteration of these methods, if necessary. „,«„=tinn and 

r03351 The compounds represented by the general fomiula (I) have inhibitory action against NF- k B activation and 
Eory action against the production and release of Inflammatory cytokines, and are useful as active ingredients of 
SiTniarSSositions such as ^ 

medtei^TemSn^e suitably used as an expression inhibitor of genes of one or more substances selected from a group 
XrSumor necrosis'factor CTNF). interleukin-l . interleukin-a. inter1eukin-6. interleukin-8. 9;-"'°^ « 7; 
SmSli nq factor interferon p. cell adhesion factor ICAM-1 . VCAM-1 . and ELAM-1 , nttricoxide synthetase, major his- 
^on^^SS an^^^ I, major histocompatibility antigen fami^ class P^-iicroglobulin — gl^^^^^^^ 

i^ht cLn. serum amyloid A. angiotensinogen, complement B, complement C4, c-myc, ^^«".«^"PV^"^f^^j'^^^'J 
gene tranW derived from HTLVgene. transcript derived fromsimian virus 40 gene, transcriiM^ 

SlovirTs gene, and transcript derived from adenovirus gene. Moreover, the medicament of the presen inverUion ^ 
usZZ preventive and/or therapeutic treatment of diseases caused by NF- k B activation and inflammatory cytokine 

S^'Sre specifically, the medicament of the present invention may be used for preventK^e «nd/or J 
treatment of the following diseases wherein NF-kB activation and/or inflammatory cytokine is believed to be involved, 
Stlm le autoimmune diseases such as chronic rheumatism, osteoarthritis, systematic '^^ -Vthematosu^^ 
tematic scleroderma polymyositis, Sjoegren's syndrome, vasculitis syndrome, antiphosphoiipid syndrome. Stills dis- 
ease LScersTease, perLerrtls nod'osa. ulcerative colitis, Crohn's disease, actn,e chronic h-P7-^f -^-Jl^. 
phritis. and chronic nephritis, chronic pancreatitis, gout, atherosclerosis, multiple sclerosis. 

Sypertrophy. psoriasis, psoriatic arthritis, contact demiatitis, atopic demnatitis, allergic disease such as polUnosis asttv 
1 bronchiis interst Ual pneumonia, lung disease involving granuloma, chronic obstmctive lung disease, chronc 
pulor^aTthromboemboliL. Inflammatory comis. insulin resistance, obesity, diabetes and -mp^^^^^^^^^ 
Lathy, retinopathy, neurosis, hyperinsulinemia, arteriosclerosis, hypertention. penpheral vessel obstruction^etcO d s 
Lases involving abnormal vascular proliferation such as hyperiipemia. retinopathy, and pneumon^ Alzheimer's dis- 
"jrrcephalomyelitls, acute hepatrtis. chronic hepatitis, drug induced toxic hepatopathy, alcoholic hepahtis v.ra^ 
hepatitis, icterus . cirrhosis, hepatic insufficiency, atrial myxoma, Caslemann's syndrome, mesangial nephntrs, kidney 
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cancer lung cancer, liver cancer, breast cancer, uterine cancer, pancreatic cancer. ^^^'ScancJr 

. E-;c:i=^^^st:=^^^^^^^ 

■ TbSri'st onhe like such as ostecporosis and osteoca.inomic pain or the like. "T^e medk:arnent may also 
be used for prevention of deterioration of an organ during organ conserva.on before t^«"^Pl;"J«^^^^^^^^ 
15 r03371 As the active ingredient of the medicament on the present invention. 1 or more kinds of substances selectea 
fSe g^o p cStlng of the compound represented by the general fom.u.a (l^ 

sTthereof and a hydrate thereof and a solvate thereof may be used. The aforementioned substance per se may 
hf idmiSerSd as the medicament of the present invention, however, preferably, the medicament of the present 
fnvel fp'J^^^^^^^^^^ a pham,a'ceutlcal composition comprising the «f°---^tlr Tln'thfaTore" 

an aS^e ingi^^ent together with one or more phamiacologically acceptable phamiaceutica juves. In the afore- 
meSned phTnlnace^^^^^ compositions, a ratio of the acth,e ingredient to the pharmaceutical addi.ves is 1 weight /o 

SiSisr^:— ^ 

rnaceuticaradditves may efther be organte or inorganic. When an oral solid preparation is prepared, a" ^^^'P'^^J^ 
rddTdtoteacfl^^^^^^^^ 

oreoarations in the fomns of tablets, coating tablets, granules, powders, capsules and the like may be "'^^''^^^^^'^^ 
bl comrn pro^dures. Examples of the exclpient include lactose, sucrose, f ~f ' 

Zc sorbit crystal cellulose, dextrin, kaolin, calcium carbonate, and silicon dioxide. Examples °f ^^'f^'^'^f®: '"'''"/^ 
fexaCeTol^ ny alcohol, po^inyl ether, ethyl cellulose, methyl cellulose, gum Arabic, tragacanth, 9^ t-ne. she . 
: . hydro'l^pC^. olllulose. hy'drrxyp'ropyl methyl cellulose, calcium As 
bricant include for example, magnesium stearate. talc, polyethylene glycol, silica, and hydrogenated vegetable oil. as 

thrco Sg aglnt."^^^ maieriafcan be used which are approved to be added to -«l'-!r P^^.^^^^^^^^^ 
corrigent. cocoa powder.menthol, aromatic acid, peppemnint oil, d-borneol,cmnamon powder andthe^^^^^ 

^ese tables and granules may be applied with sugarcoating. gelatine coating, or an appropnate coating, necessary. 
Prpservatives antioxidant and the like may be added. If required. 

used nactive diluents for example, water or vegetable oil may be used. For these preparations, besides mactive 
lenradiuvants su;h as wetting agents, suspending aids, sweating agents. ^'--"^ ^S^^' fj^^^^^ 
^rl«»r„=ti«« mav be blended After a liquid preparation is manufactured, the preparation may be filled in capsules 
ma HfTabsor^^^ as gelatS:,. Examples of solvents or suspending agents -ed forthe prepa^ions 

ToarenteS administration such as injections or suppositories include, for example, water, propylene glycol, po ye h- 
IneX^ ben^Trohol. ethyl oleate, and lecithin. Examples ^ 
30 Sde to exam^'ple, cacao butter, emulsified cacao butter, .auric fat and ^^^^^f'^^^^^^^^^ 

aforementioned preparations are not limited, and any method ordinarily used in '"^^^f.^^ll^^^,^^^,^ i„^„ding 
rn-idii When the comoosition are prepared in the fomi of injections, earners such as. for example, diluents inciuaing 
ITr^thlol mL^STp rylen citric acid, acetic acid, phosphoric acid. Iac«c acid, sodium lactate, sutfurjc 

Tcid and sodium hydroxide. pH modiJers and buffer solutions including sodium citrate, sodium acetate and sod urn 
55 DhosPhate Stabilizers such as sodium pyrosulfite. ethylenediaminetetraacetic acid. thiogVcolic acid and thiolactate 
may betefpo the preparation, a sufficient amount of a salt, glucose, mannitol or glycerin may be blended "the 
preparltL ?o manufacture an iso onic solution, and an ordlnaor solubilizer, a soothing agent, or a topical anesthetic 
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ro3421 When the preparation in the form of an ointment such as a paste, a cream, and a ge is •^^"'^'^f ^^^'^^^J 

Srily used base material, a stabilizer, a wetting agent, and a preservative may be blended. « 

be prepared by mixing the components by a common method. As the base material, for example, wh,te PeJo'at""i. 

pStene paTaL glycerin.^ derK,ath,es. polyethylene glycol, silicon, and bentonrte may be "sedj^ the 

nSJSe parroxy methyl benzoate. paraoxy ethyl benzoate, paraoxy propyl benzoate and the like may be used 

EThe prepa aS Tthe fomi of a patch Is manufactured, the aforementioned ointment, cream gel, or paste and 

rntemaybrapXdbyacommon^^^^^^ 

andsynSclbeS^^ 

and polyurethane and the like may be preferably used. ^ e i oHr„;„iotratinn a dnse 

r03431 A dose of the medicament of the present invention is not particularly limited. For oral administration a dose 
rSrqenerat be 0 To 5,000 mg per day for an adult as the weight of the compound of the present invention. It .s 
Sed o ncrease or decrease the abole dose appropriately depending on the age. P^^thologjcal condi^ons^ and 
s^Dtorns o a patient The above dose may be administered once a day or 2 to 3 times a day as divided portions with 
SrTter^als W L^^^^^^^ admlnlstraUon for every several days may be acceptable. When the medcament « 
SLed ar?n"S^on^ dose may be 0.001 to 100 mg per day for an adult as the weight of the compound of the 
present invention. 

Examples 

[03441 The present invention will be explained more specifically with reference to the following ^^^^P'f^^^J"^' 
hetcope of the present Invention is not limited to the following examples. And the commercially avai^ble '^onipounds 
Ihich werfpurcS^^^^^ and used for the examinations, are contained in these examples. As for such compounds, the 
suppliers of the reagents and the catalog code numbers are shown. 

Example 1: Preparation of N-{[3.5-bis(trifluoromethyl)phenyllmethyil-5-bromo-2-hydroxybenzamlde (Comopund No. 
1)- 

r03451 Under argon atmosphere, 1 -(3-dimethylaminopropyl)-3-ethyloarbodlimide hydrochloride (it is abbreviated as 
Sic Ha he eafter 192mg Immo ) was added to a mixture of 5-bromosalfcylic acid(217mg. immol). 3,5-b s(tnf- 
lromrthZeSamine(^^^^^^ 4-djmethylaminopyridine(12mg, O.lmmol) andtetrahyd,^furan(10mL). and 

he r^i^was sS at room temparature for 1 hour. The reaction mixture was poured into dHuted hydrochbr^ acKl 
and^JraSedwrth ethyl acetate. After the organic layer was washed with water and brine, dned over anhydrous rnag- 
SumTS thetsidue obtained by evaporation under reduced pressure was purified by chromatography on silica 
gel(n-hexane:ethylacetate=4:l)toglvethetitlecompound(244.8mg.55^%)asaw^^^^ 

TH.NMR(DMSO-d6): 6 4.69(2H, d, J=5.7Hz), 6.93(1H. d. J=8.7Hz), 7.56(1 dd. J=8.7, 2.4Hz). 8.02(1H, d. J-2.4HZ). 
8.06(3H, s). 9.41(1 H. t. J=5.7Hz). 12.13(1 H, s). 

Example 2: 5-Bromo-2-hydroxy-N-(2-phenethyl)benzamide (Comopund No. 2). 

(1) 2-Acetoxy-N-(2-phenethyl)benzamlde. 

r03461 o-AcetvlsalioyloyI chlorlde(0.20g, I.OOmmol) was dissolved in benzene(8mL). Phenethylamlne(0.12g, 

?;ioO Sy^^XmL) weri added, a^ 
mirr^wasToured into diluted hydrochloric acid and extracted with ethyl acetate. After the organic lay er was washed 
Swatrrandbrne.drledoveranhydroussodiumsulfate.theresidueobtalnedbyevap^^^^ 

TspunTled by Chromatography on silica gel(n-hexane:ethyl acetate=2:1 ^1 :1) to give the title compound(155.5mg, 

Th^^^^I'^^V.Zh. s), 2.92(2H, t. J=6.8HZ). 3.71(2H. q, J=S.8Hz). 6.32(1H, brs), 7.07(1H, dd, J=8.4. 1.2Hz), 
7.23-7.35(6H, m), 7.44(1 H, ddd, J=8.0, 7.6. 1 .6Hz). 7.73(1 H. dd. J=7.6. 1 .6Hz). 

(2) 2-Hydroxy-N-(2-phenethyl)benzamide. 

r03471 Methanol(5mL) and 2 N sodium hydroxide(O.lmL) were added to 2-acetoxy-N-(2-phenethyl)benzamide 
SsSmgHnd the miire was stirred at room temparature for 30 minutes. The reaction ^xture -s POured nto 
diluted hydrochloric acid and extracted with ethyl acetate. After the organic layer was washed wrth ^^^^er and b^^^^^^^ 
dried over anhydrous sodium sulfate, the residue obtained by evaporation under reduced pressure was crystallized 
(dichloromethane/hexane) to give the title compound(106.9mg, 80.7%) as a white sojd. 

lH-NMR(DMSO-d6): 52.86(2H, t. J=7.6Hz). 3.52(1H. q, J=7.6Hz), 6.84-6.88(2H. m). 7.18-7.31(5H, m), 7.37(1H, ddd. 
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J=B.4, 7.2, 1.6Hz). 7.80(1 H. dd. J=8.4. 1.6Hz). 8.84(1 H, s). 12.51(1 H, s). 
(3)5-Bromo-2-hydroxy-N-(2-phenethyl)benzamide. 

r0348] carbon tetrachloride(5mL), iron powder(0.03g) and bromine(25 ^1, 0.48mmol) were to 2_hy^ 

Hrow N S ohenethvhbenzamide(79.6mg, 0.33mmol), and the mixture was stirred at room temparature for 1 hour. The 
Son S^ure Sa^^^^^^^^^^^^ aqueou's sodium hydrogen sulfite and extracted with ethyl acetate. Atter the orgamc 
S was washed with brine, dried over anhydrous sodium sulfate, the residue obtained by evaporation ""der reduced 
pXsrr/purifred by ch;omatography on silica gel(n-hexane:ethyl acetate=5:1) to give the ftle compound (62mg. 

fn-SoS^^^^^ t, J=7.6HZ). 3.52(1H, q. J=7.6Hz). 6.87(1H. d. J=8.8Hz). 7.18.7.31(5H. m). 7.52(1H. 

dd, J=8.8, 2.4Hz), 8.01(1H. d, J=2.4Hz), 8.90(1H, s), 12.51(1H, s). 

Example 3: 5-Bromo-2-hydroxy-N-[5-(morpholinocarbonyl)indan-2-yl]benzamide (Comopund No. 3). 

r03491 WSC . HCI(96mg. O.Smmol) was added to a solution of 5-bromosalicylic ^'='^(1 09mg. O.Smriiol), 2-amino- 

d, J=2.4Hz). 
Example 4: 

3-(4-Chlorophenyl)-1-{2.6-dmydrDxyphenyI)-3-{4-hydroxypheny!)pro (Comopund No. 4). 

[03501 This compound is a commercially available compound. 
Supplier: Apin Chemicals. 
Catalog code number: N 01 GOD. 

Example 5: l.(5-Chloro-2-hydroxyphenyl)-3-(4-methoxyphenyI)propan-1-one (Comopund No. 5). 

[0351 ] This compound is a commercially available compound. 
Supplier: Specs. 

Catalog code number: Al -233/3 158 1024. 

Example 6: l-(2-Hydroxy-4-methoxyphenyl)-3-(2-methoxyphenyl)propen-1-one (Comopund No. 6). 

[0352] This compound is a commercially available compound. 

Supplier: Maybridge. 

Catalog code number: RJC 00106. 

Example 7: 3-(3.4-Dihydro-2H-benzo[b][1 .4]dioxepin-7-yl)-1-(2-hydroxy-5-methylphenyl)pro^^ 
No. 7). 

[0353] This compound is a commercially available compound. 

Supplier: Maybridge. 

Catalog code number: BTB 13230. 

Example 8: 3-(3,4-Dihydro-2H-benzo[b][1,4]dioxepin-7-yl)-1-[2-hydroxy-4-(methoxylmethyl)phenyl]propen-1-one 
(Comopund No. 8). 

[0354] This compound is a commercially available compound. 

Supplier: Maybridge. 

Catalog code number: BTB 114482. 
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Example 9- 4-Chloro-2-((4-chlorophenyl)ethen-2-yllphenol (Comopund No. 9). 

10 J=16.5Hz). 7.33(2H. d. J=8.4Hz). 7.45(2H, d. J=8.4Hz). 7.49(1 H. d. J=2.4Hz). 

Example 10: 5-Bromo-N-(3.5-dlchloro)phenyl-2-hydroxybenzenesulfonamide (Comopund No. 10). 

r03561 (1) 5-Bromo-N-{3,5-dichloro)phenyl-2-methoxybenzenesulfonamide. 5-Bromo-2-methoxyb^nzenesutf^^^^^ 

m^mmmm 

(1H. dd. J=8.7, 2.4Hz). 7.99(1 H, d. J=2.4Hz). 
(2) 5-Bromo-N-(3,5-dichloro)phenyl-2-hydroxybenzenesulfonamide. 

raasTl A mixture of the white crystal of 5-Brorno-NH3,5-dlchloro)phenyl-2-methoxybenzenesulforiarT.ide{206m^^ 

hexane-ethyl acetate to give the title compound(90mg. 45.3%) as a white c^rstal. 

6 ): 6.92(1 H, d. J-8.7Hz). 7.11 (2H. d. J=2.1Hz 7.21.7.22(1H. m). 7..62(1H. dd. J=8.7. 2.7Hz). 7.80 
(1H, d, J=2.4HZ), 1 0.70(1 H, br), 11.37(1H.br). 

Example 11: 3.5-Bis(trifluoromethyl)-N-(2-hydroxyphenyl)benzamide (Comopund No. 11). 
light pink crystal. 

^iSS-de, 6): 6.83(1H, td, J=8.0, 1.2Hz), 6.93(1H. dd, J=8.0. 1.2Hz). 7.08(1H. td. J=8.0. 1.6Hz). 7.50(1H. 
d, J=8.0Hz), 8.35(2H, s), 9.61 (1H, s), 10.1 5(1 H, s). 

Example 12: N-(5-Chloro-2-hydroxyphenyl)-3.5-dichlorobenzamide (Comopund No. 12). 
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?rMR7Mlo5?6.93(1H, d, J.9.0H.,. 7.„0H. dd, J.8.7. 2.7*,, 7.S7,2H, d, J^.THZ,, 7.M-7.»7(,H, m), 7.97 
(1H. d, J=1.8Hz), 9.85(1 H. s), 1 0.03(1 H. s). 

Example 13- N-(5-Chloro-2-hydroxyphenyl)-3.5-dichlorobenesulfonamide (Comopund No. 13). 

over anhydrous magnesium sulfate, the solven was evaporated ""f ^^^'^"ff ^ P^^^^^^^^^^^ ^^1°^^^ brov.n solid. The 

;STJrT™£^°V?7.S8„H, d, J.9.0HZ,, 70»(1H, dd, J^.7. 2.7Hz,, 7..7„H, d, J^.4Hz), 7.70,2H, d,d.1.SHz,, 

7.95-7.96(1H, m). 10.00(1H. s), 10.06(1H, s). 

Example 14: N-[(5-Bromo-2-hydroxyphenyl)methyl]-3.5-dichloroaniline (Comopund No. 14). 
{1)4-Bromo-2-[(3.5-diphenylimino)methyl]phenol. 

ro361l A mixture of 5-bromosalicylaIdehyde(1 .Dig, 5mmol). 3.5-di'=hloroaniline(810mg Smmol) a^^^^^^^^ 

"p^CmS-O. .H-N«R(CDCb, 6 ): 6.94,1H, d, J^.OHz), 7.,6pH, d, J-l .8Hz,, 7.30-7.31(1H, m,, 7,47.7.53|2H. m), 
30 8.51 (1H.S). 

(2) N-[(5-Bromo-2-hydroxyphenyl)methyl]-3,5-dichloroaniline 

ro3621 3 5.Dichloro-N-(5-bromo-2-hydroxybenzylidene)aniHne(1.04g. 3mmoI) was dissolved In tf^Vd^^f^:^^^ 
San^rn^lU-Sodlumbo^^^^^ 

{2H, m). 

Example 15: 5-Chloro-2-hydroxybenzoic acid (2.4.dihydroxybenzylidene)hydrazide (Comopund No. 15). 

[0363] This compound is a commercially available compound. 
Supplier: Sigma-Aldrich. 
Catalog code number: S3203-5. 

Example 16- N-[3.5-Bis(trifluoromethyl)phenyl]-5-chloro-2-hydroxy-N-methylbenzamide (Comopund No. 16). 
The obtained residue was purified by column chromatography on s.lica gel(n-hexane.ethyl acetate-Z.l) g. 
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1 0.00(1 H, brs). 

5 Example17:1-(5-Bromo-2-hydroxy)benzoyI-7-(trifluoromethyl)-1,2.3.4^^^^^^ 

[0365] using 5-bromosalicylic acid and 7-(trifluoromethyl)-1 .2.3.4-tetrahydroquinolineasthe raw materials, the same 
operation as the example 1 6 gave the title compound. 
,0 T^NMR(CDC.3): 52.08(2H. m). 2.92(2H. t. J=6.6Hz). 3.95(2H, t. J=6.6Hz). 6.91-6.94(2H. m). 7.14(1H. s). 7.32-7.35 
(2H. m). 7.40(1H. dd, J=8.7. 2.4Hz), 10.06(1H. s). 

Example 18: N-(3.5-Dichlorophenyl)-2-hydroxy-1 -naphthamlde (Comopund No. 18). 

,5 [0366] using 2-hyd«>xynaphthalene-1 K:arboxylic acid and 3.5-dichloroaniline as the raw materials, the same oper- 
ation as the example 1 8 gave the title compound. 

Yield: 51.2%. 

^H-NM^DMlo-de): 5 7.26(1 H. d. J=9.3Hz). 7.31-7.37(2H. m). 7.44-7.50(1H. m). 7.65-.68(1H. m). 7.85-7.90(4H. m). 
20 10.23(1H, s), 10.74(1H, s). 

Example 19: N-(3,5-Dichlorophenyl)-3-hydroxy-2-naphthamide (Comopund No. 19). 

[0367] using 3-hydroxynaphthalene-2^arboxylic acid and 3.5-dlchloroanlline as the raw materials, the same oper- 
as ation as the example 1 6 gave the title compound. 

"H'-WMSO-de): 7.34-7.39(3H. m). 7.49-7.54(1 H. m). 7.76-7.79(1H. m). 7.89(2H. d. J=1.8Hz). 7.92(1H. m). 8.39 

{1H. s), 1 0.75(1 H, s). 11.01(1H, s). 
30 Example 20: N-(3.5-Dimetho)cyphenyl)-3-hydroxy-2-naphthamide (Comopund No. 20). 

[0368] This compound is a commercially available compound. 

Supplier: Sigma-Aldrich. 
Catalog code number: SOI 361 -8. 

Example 21: N-[3,5-Bis(trifluoromethyl)phenyl]-1-hydroxy-2-naphthamide (Comopund No. 21). 

[0369] using 1 -hydroxynaphthalene-2-carboxylic acid and 3.5-bis(trifluoromethyl)aniline as the raw materials, the 
same operation as the example 16 gave the title compound. 

T^LRfDMSO d V 6 7 51(1H d J=9 OHz). 7.60(1H. td, J=7.8. 0.9Hz). 7.70(1H. td. J=7.8. 0.9H2). 7.89(1H. s). 7.93 
(i"h d jS^^^^^^^^ B.33(1H. d. J=B.7HZ). 8.51(2H. s). 10.92(1H, s). 13.36(1H. s). 

Example 22: {[(1 .Hydroxynaphthalen-2-yI)carbonyl]amino}benzenesulfonyl fluoride (Comopund No. 22). 

45 

[0370] This compound is a commercially available compound. 
Supplier: Sigma-Aldrich. 
Catalog code number: S58026-0. 
50 Example 23: 4-({[4-(2.5-Dlchlorophenyl)azo-1-hydroxynaphthalen-2-yl]carbonyl}amino)benzenesutfonyl fluoride 
(Comopund No. 23). 

[0371] This compound is a commercially available compound. 
Supplier: Sigma-Aldrich. 
55 Catalog code number: S63263-5. 
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Example 24: N-[3.5-Bis(trifluoromethyDphenyll-5K.hloro-2-hydroxypyridine-3^arboxamide (Comopund No. 24). 

r03721 5.Chloro-2-hydroxynicotinic acid(174mg, 1mmol), 3,5-bis(trifluoromethyl)aniline(275mg. 1 ;2mmol) and pyri- 
Sl6mg iZooTe e^^^ in teiahydrofuran(20mL) and dichloromethane(IOmL). Phosphorus o^chl^^^^ 
fnTiPmri Pmmon was added and the mixture was stirred at room temparature for 2 hours. The reaction mixture was 
LouedttoSaS 

^dThe watXer^^^^^^^^^ ^^rJe6 w.h ethyl acetate. After the combined ethyl acetate yj^^^^^^^^^ 

^^h watl and brine one after another, dried over anhydrous magnesium f^^.^^-^^^/,^^^^^^ 
rPduced oressure The residue was purified by column chromatography on silica gel(n-hexane.ethyl acetate ^-i -» 
;> to gl aTgh"^^^^^^ This was suspended and washed with ethanol under heating at reflux to give the trtle 
compound(183mg, 47.6%) as a white crystal. 

"H-NMRToMSO-de): 87.83(1H. s). 8.15(1H. d. J=3.3Hz). 8.36(1H. d. J=3.0Hz). 8.40(2H. s). 12.43(1H. s). 
Example 25: N-[2-Chloro-5-(trifluoromethyl)phenyl]-5-chloro-2-hydroxynicotinamide (Comopund No. 25). 

[0373] using 5-chloro-2-hydroxynicotinic acid and 2-chloro-5-{trifluoromethyl)aniline as the raw materials, the same 
operation as the example 24 gave the title compound. 

T^SMR(DMSO-de): 5 7.52(1H. dd. J=8.4. 2.1Hz). 7.81(1H. d. J=8.4Hz). 8.16(1H. s). 8.39(1H. d. J=2.7Hz). 8.96(1H. 
d, J=2.1Hz). 12.76(1H, s), 13.23(1H, s). 

Example 26: N-(3.5-Bis[(1.1-dimethyl)ethyOphenyl}-5-chloro-2-hydroxynicotinamide (Comopund No. 26). 

[0374] Using5K:hloro-2-hydroxynicotinicacidand3.5-bis[(1.1-dimethyl)ethy«]anilineastherawmaterials.thesame 

operation as the example 24 gave the title compound. 

T^NMB(DMSO.de): 5 1.29(18H, s), 7.18(1H. t. J=1.8Hz). 7.52(2H. d. J=1.8Hz). 8.07(1H. d. J=2.4Hz). 8.35(1H. d, 
J=3.3Hz). 11.92(1H, s). 13.10(1H. s). 

Example 27: N-[3,5-Bis(trifluoromethyl)phenyl]-3-hydroxypyridine-2-carboxamide (Comopund No. 27). 

[0375] Using 3-hydroxypyridine-2-carboxylic acid and 3.5.his(trifluoromethyl)aniiine as the raw materials, the same 
operation as the example 24 gave the title compound. 

T^SmR(CDC.3): 5 7.40(1H. dd. J=8.4, 1.8Hz). 7.46(1H. dd. J=8.4. 4.2Hz). 7.68(1H. s). 8.16(1H. dd. J=4.2. 1 .2Hz). 
8.25(2H, s). 1 0.24(1 H, s). 11. 42(1 H, s). 

Example 28: N-[3.5-Bis(trifluoromethyl)phenyll-6-chloro-2-hydroxylndole-3-carboxamide (Comopund No. 28). 
r03761 under argon atmosphere. 3.5-bis(trifluoromethyl)isocyanate(255mg, 1 .Ommol) was dissolved tet^ajy^r^ 

8.38(2H.s). 1 0.93(1 H.s). 

Example 29: N-[3.5-Bis(trifluoromethyl)phenyll-3-hydroxyquinoxaline-2-carboxamide (Comopund No. 29). 

[0377] using 3-hydroxyquinoxaline-2-carboxylic acid and 3,5-bis(trifluoromethyl)aniline as the raw materials, the 
same operation as the example 16 gave the title compound. 

NMl.(DMSO-de): 5 7.40-7.45(2H. m). 7.69(1 H. td. J=8.4, 1 .5Hz), 7.90-7.93(2H. m). 8.41 (2H, s). 11 .64(1 H. s). 1 3.02 
(IH.s). 
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Example 30: N-(4-Chlorophenyl)-2-hydroxy.9H-carba2ole-3-carboxamide (Comopund No. 30). 

[0378] This compound is a commercially available compound. 
Supplier: Sigma- Aldrich. 
Catalog code number: S83846-2. 

Example 31 : 2-Hydroxy-N-(1-naphtiiyl)benzamide (Comopund No. 31). 

[0379] This compound is a commercially available compound. 

Supplier: Maybridge. 

Catalog code number: RDR 01818, 

Example 32: 5-Chloro.2-hydroxy-N-(1-naphthyl)benzamide (Comopund No. 32). 

[0380] using B^hlorosalicylic acid and l-naphthylamine as the raw materials, the same operation as the example 
1 6 gave the title compound. 

T^LR(DMSO-de): 6 7.09(1H. d, J=8.7Hz). 7.51-7.61(4H. m). 7.85(1H. d. J=8.4Hz). 7.96(1H. d. J=7.5Hz). 7.99-8.05 
(2H.m). 8.13(1 d.J=2.7Hz), 10.88(1H.s). 12.31(1H,s). 

Example 33: 5-Chloro-2-hydroxy-N-(4-methoxynaphthalen-2-yl)ben2amide (Comopund No. 33). 

[03811 using S-chlorosalicylic acid and 4-methoxy-1 -naphthylamine as the raw materials, the same operation as the 
example 16 gave the title compound. 

Example 34: 2-Acetoxy-5-Chloro-N-(4-methoxynaphthaIen-2-yl)benzamide (Comopund No. 34). 

[0382] using 2-acetoxy-5-chlorobenzoic acid and 4-methoxy-1 -naphthylamine as the raw materials, the same oper- 
ation as the example 24 gave the title compound. 

(2-Acetoxy-5-chloroben2olc acid: refer to Eur. J. Med. Chem., 1996, 31. 861 .) 
(IH.d, J=8.7Hz), 1 0.58(1 H.s). 

Example 35:2-(5-Chloro-2-hydroxybenzoyl)amlno-4,5.6.7-tetrahydrobenzo[bl-thlophene-3-ca*oxylicacld ethyl ^^^^ 
(Comopund No. 35). 

[03831 using 5-chlorosalicyllc acid and 2-amlno-4.5,6,7.tetrahydrobenzo[b]thiophene-3-ca,boxylb acid ethyl ester 
as the raw materials, the same operation as the example 1 6 gave the title compound. 

T^NMRpMSO-de): 5 1.32(3H, t. J=7.2Hz). 1.74(4H. br). 2.63(2H. br). 2.75(2H bO 4.30(2H. q. J=7.2Hz). 7.05(1H. 
d J=9.0HZ) 7.50(1H. dd. J=8.7, 3.0Hz), 7.92(1H, d. J=3.0Hz), 12.23(1H, s). 13.07(1H. s). 

Example 36: 5-Bromo-2-hydroxy-N-(5-phenylpyrazol-3-yl)benzamide (Comopund No. 36). 

[0384] using 5-bromosalicylic acid and 3-amino-5-phenylpyrazole as the raw materials, the same operation as the 
example 16 gave the title compound. 

T^NMRlDMSO-de): 5 6.98(1H. d. J=8.8Hz). 7.01(1H, s). 7.35(1H. t. J=7^6H^). ' ^' 
JIT2.8HZ). 7.74-7.76(2H. m). 8.19(1H. s). 10.86(1H. s). 12.09(1H. s). 13.00(1H, brs). 
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Examples?: 5-Bromo-N-(4,5-diethyloxazol-2-yl)-2-hydroxybenzamide (Comopund No. 37). 

(1) 2-Amino-4,5-diethyloxazole. 

10385] Proploin(1.03g.8.87mn,o.,wasdissoK,edinethano.(15mL^^^^^^^ 

KMR(DMSO-de):5 1.04(3H. t. J=7.5Hz). 1.06(3H. t. J=7.5Hz). 2.20(2H. q. J=7.5Hz). 2.43(2H. q, J=7.5Hz). 6.15 
(2H. s). 

(2) 2-Acetoxy-5-bromo-N-(4.5-diethyloxazol-2-yl)benzamide. 

[0386] using 2-acetoxy-5-bromobenzoic acid and 2-amlno-4.5-diethyloxazole as the raw materials, the same oper- 
ation as the example 24 gave the title compourid 

(2-Acetoxy-5-bromobenzoic acid: refer to Eur. J. Med. Chem., 1996. 31 . 861.) 

T;?NMR(?DCI3): 5 1.22(3H. t. J=7.5Hz). 1.23(3H. t, J=7.5Hz), 2.48(2H. q. J=7.5Hz). 2.57(2H. q. J=7.5Hz). 6.96(1H. 
d. J=8.7Hz). 7.58(1 H. dd, J=B.7, 2.7Hz). 8.32(1 H. s). 11. 40(1 H. br). 

(3) 5-Bromo-N-(4,5-diethyloxazol-2-yO-2-hydroxybenzamide. 

[0387] Using 2-acetoxy-5-bromo-N-(4,5-diethyIoxazol-2-yObenzamide as the raw material, the same operation as 

the example 2(2) gave the title compound. 
r;?lB(SDCl3):61.25(3H,t,.=7.5Hz,1.^^^^^ 

d. J=8.7Hz). 7.43(1H. dd. J=8.7. 3.0Hz), 8.17(1H, d, J=3.0Hz). 11.35(1H. br). 12.83(1H. br). 
Example 38: 5-Bromo-N-(4,5-diphenyloxa2ol-2-yl)-2-hydroxybenzamlde (Comopund No. 38). 

[0388] Using 5-bromosalioylic acid and 2-amino^.5-diphenyloxazole as the raw materials, the same operation as 
the example 16 gave the title compound. o^ok^ 
(2-Amino-4.5-diphenyloxazole: refer to Zh. Org. Khim.. 1980. 16, 2185.) 
Yield: 32.6%. 

"n'SDMSO-d, 5): 6.98(1 d. a=8.7Hz). 7.40-7.49(6H. m). 7.53-7.56(2H. m). 7.59-7.63(3H. m). 8.01(1H, d. 

J=2.4Hz). 11.80(2H,brs). 

Example 39: 5.Bromo-N-[4.5-bis{furan-2-yl)oxazol-2-yll-2.hydroxybenzamide (Comopund No. 39). 

(1 ) 2-Amino-4,5-bis(furan-2-yl)oxazole. 

" TZ^oSS-^: 6 6.59(1H. dd, J=3.3. 2.1Hz). 6.62(1H. dd, J=3.3. 2.1Hz), 6.73(1H. dd. J=3.3. 0.6Hz), 6.80(1H. 
dd, J=3.3, 0.9Hz). 7.05(2H. s). 7.75-7.76(2H, m). 

(2) 5-Bromo-N-[4,5-bis(furan-2-yl)oxazol-2-yl]-2-hydroxybenzamide. 

[0390] using 5-bromosalioylic acid and 2-amino^,5-bis(f uran-2-yl)oxazole as the raw materials, the same operation 
as the example 16 gave the title compound. 
Yield: 12.9%. 
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7.92(1 H. d, J=3.0Hz), 14.88(2H. br). 

Example 40: 2-Hydroxy-N-5^(trifluoromethyl)-1 .3.4-thiadiazol-2-yl]benzamide (Comopund No. 40). 

(1 ) 2-Acetoxy-N-5-[(trif luoromethyl)-1 ,3,4-thiadizol-2-yl]benzamide. 

103911 using o-acetylsalicyloyl chloride and 2.amino-5-(trifluoromethyl)-1 .3. 4-thladlazole as the raw materials, the 
same operation as the example 2(1) gave the title compound. 

T:NM%DMSO-d,5):2.23(3H.s).7.32(1H,dd..=^ 
7.87(1H, dd. J=8.0. 2.0Hz), 13.75(1H. brs). 

(2) 2-Hydroxy-N-5-[(trifluoromethyl)-1.3.4-thladiazol-2-yi]benzamide. 

[0392] using 2-acetoxy-N-5-[(tr«luoromethyl)-1 .3.4-thiadiazol-2-yl]benzamide as the raw material, the same opera- 
tion as the example 2(2) gave the title compound. 

^?-1r,™sO^: 8 7.00„H, «. J^.o. 0..H.,. 7.0«.H. d, .U-B.4HZ, T.sn-H. ^BA. 7.6. a.OHZ), 7^,H. 
dd,J=8.0, 1.6Hz), 12.1 6(1 H,br). 

Example41: 5-Bromo-2-hydroxy-N-[5-(trifluoromethyl)-1.3,4-thiadiazol-2-yllbenzamide (Comopund No. 41). 

103931 using 5-bromosaiicylic acid and 2-amlno-5-(trif luoromethyl)-1 ,3.4-thiad.azole as the raw materials, the same 

operation as the example 16 gave the title «=0'^P°""'' •J^''^''^^ ^^^T'i.. . , . .g 4Hz) 

iH-NMR(DMSO-d6): 5 7.01(1H. d, J=9.0Hz) 7.63(1H. dd. J=8.7, 2.7Hz), 7.97(1H, d, J-2.4HZ). 

Example 42: 5-Chloro-N-(2-chloropyridin-4-yl)-2-hydroxybenzamlde (Comopund No. 42). 

[0394] using 5-chlorosa.icyllc acid and 4-amino-2-chloropyridine as the raw materials, the same operation as the 
example 16 gave the title compound, 

8.21(1H, dd, J=8.7, 2.7Hz), 8.74(1H. d. J=2.7Hz). 10.62(1H, s), 11.S7(1H, s). 

Example 43: 5-Chloro-N-(6-chloro-4-methoxypyrimidin-2-yl)-2-hydroxybenzamide (Comopund No. 43). 

[0395] using 5-chlorosalicylic acid and 2-amino-6-chloro-4-methoxypyrimldlne as the raw materials, the same op- 
eration as the example 1 6 gave the title compound. 

CMRlS.So";^r3..6(3H.S,,6.»(1H.«.7.on.H.d,^ 
11.08(1Hs).11.65(1H,s). 

Example 44: 2-Aceoxy-5-chloro-N-(indo!-2-yl)benzamide (Comopund No. 44). 

[0396] using 2-acetoxy-5-chlorosalicylic acid and 2-aminoindole as the raw materials, the same operation as the 
example 24 gave the title compound. 

SI'SSO...,. 8 .,20,3H, e.4,„H, ., >-..1HZ,. 7.27-7.3«4H, n,,. 7.a3(,H, d., «,7. 7.74(,H, d. 

J=2.7Hz). 7.93(1 H. s), 10.21(1H. s), 11. 04(1 H, s). 

Example 45: 7-[(2.Acetoxybenzoyl)aminollndole-3-carboxylic acid ethyl ester (Comopund No. 45). 

[0397] This compound Is a commercially available compound. 

Supplier: Peal<dale. 

Catalog code number: PFC-0448. 
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Example 46: 5-Chloro-2-hydroxy-N-(quinolin-3-yl)benzamide (Comopund No. 46). 

[03981 Using 5-chlorosalteylic acid and 2-aminoquinoline as the raw materiais. the same operation as the example 
16 gave the title compound. 

r^LBpMSO.de):57.07(1H,d,J=8.7Hz).7.51(1H,dd.J=9.0.3.0Hz)^ 

1 5HZ) 7.98(2H, d J=3.0Hz). 8.01(1H, s), 8.82(1H. d. J=2.4Hz). 10.80(1H. s). 11.74(1H. s). 

Example 47: N-(9-Ethylcarbazol-3-yl)-5-chloro-2-hydroxybenzamlde (Comopund l^o. 47). 

103991 using 5-chlorosaliaylic acid and 3-amino-9-ethylcarbazole as the raw materials, the same operation as the 
example 16 gave the title compound. 

s). 

Example 48: 2-Acetoxy-[3.5-bis(trifluoromethyl)phenyObenzamide (Comopund No. 95). 

[0400] using o-acetytealloyloyi chloride and 3.5-bls(trif1uoromethyl)aniline as the raw materials, the same operation 
as the example 2(1) gave the title compound. 

r:rR(DMSO-d3): 6 2.3e(3H. s), 7.19(1H. dd, ^-.O. 1 .2Hz). 7.39(1 H td. .=7.6. 1.2Hz). 7.S7(1H. ddd. .=8.0. 7.6. 

1.6Hz). 7.65(1 H. s). 7.83(1 H. dd. J=8.0, 1.6Hz). 8.11 (2H, s), 8.31 (1H. s). 

Example 49: N-[3.5-Bis(trifluoromethyl)phenyll-2-hydroxybenzamide (Comopund No. 48). 

[0401] using 2-acetoxy-[3,5-bis(trffluoromethyl)phenynbenzamide as the raw material, the same operation as the 
example 2(2) gave the title compound. 

i^NM^SO-de): 6 6.96-7.02(2H. m). 7.45(1H. ddd. .=9.0. 7.2. 1.6Hz). 7.81(1H. s). 7.87(1H, dd. J=8.0. 1 .6Hz). 
8.46(2H, s), 1 0.80(1 H, s), 11 .26(1 H, s). 

Example 50: N-[3,5-Bis(trifluoromethyl)phenyll-5-fluoro-2-hydroxybenzamide (Comopund No. 49). 

[04021 Using5-fluorosalioylicacidand3.5-bis(trmuoromethyl)anillneastherawmaterials.thesameoperationasthe 

example 16 gave the title compound. 

NMR(DMSO-de):5 7.04(1 H, ddd. .=9.0. 4.5. 1 .2Hz). 7.30-7.37(1 H. m). 7.66(1H. ddd. .=9.0. 3.3. 1 .2Hz). 7.84(1 H. 
s).8.46(2H.s). 10.85(1H.s). 11 .21(1H. brs). 

Example 51: N-[3.5-Bis(trifluoromethyl)phenyl]-5-chloro-2-hydroxybenzamide (Comopund No. 50). 

[0403] using S^hiorosalicylic acid and 3.5-bis(trifluoromethyl)aniline as the raw materials, the same operation as 

the example 1 6 gave the title compound. 

r^LR(DMSO-d,): 57.05(1H. d. .=8.7Hz). 7.49(1H. dd. .=8.7. 2.7Hz), 7.85(1H, s), 7.87(1H. d. .=2.7Hz). 8.45(2H. 
s). 10.85(1 H.s).1 1.39(1 H.s). 

Example 52: N-[3.5-Bls(trifluoromethyl)phenyl]-5-bromo-2-hydroxybenzamide (Comopund No. 51). 

[0404] using 5-bromosalicylic acid and 3.5-bis(trifluoromethyl)anillne as the raw materials, the same operation as 
the example 1 6 gave the title compound. 

T^rR(D"SsO-d3): 8 6.98(1H. d. .=8.8Hz). 7.59(1H. dd. .=8.8, 2.8Hz). 7.83(1H, s), 7.98(1H. d, .=2.8Hz). 8.43(2H. 
s), 10.82(1 H.s), 11.37(1H,s). 
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Example 53: N-I3.5-Bis(trifluoromethyDphenyl]-2-hydroxy-5-iodobenzamide (Comopund No. 52). 

[04051 using S-iodosalicylic acid and 3.5-bis(trifluoromethyl)aniline as the raw materials, the same operation as the 
example 16 gave the title compound. 
' T?.l^,«SO...,: S ..8e,1H, 4 J.8.4HZ,, 7.74,.H, «. .^-8.7, ..4Ha. 7.840H, ., 8.,3,1H, d, .=a.1Hz,, 8.e4»H, 
s). 10.82(1 H,s), 11.41(1H,s). 

Example 54: N-[3.5-Bis(trifluoromethyl)phenyl]-2-hydroxv-5-nltrobenzamlde (Comopund No. 53). 

[0406] using S-nitrosalicylic acid and 3.5-bis(trifluoromethyl)aniiine as the raw materials, the same operation as the 
example 1 6 gave the title compound. 

T;:LR(DMSO-d«):57.18(1H.d.J=9.0Hz).7^ 
IS 11.12(1H. s). 

Example 55: N-[3.5-Bis(trifluoromethyl)phenyll-5-cyano-2-hydroxybenzamide (Comopund No. 54). 

[0407] using 5-cyanosalicylic acid and 3.5-bis(trifluoromethyl)aniline as the raw materials, the same operation as 
20 the example 1 6 gave the title compound. 

r^lR(DMSO-d,): 5 7.15(1H. d. J=8.7Hz). 7.85(1H. s). 7.86(1H. dd. J=8.7. 2.1Hz). B.22(1H. d. J=2.4Hz). 8.43(2H. 
s), 10.93(1H. s). 12.00(1H, brs). 

Example 56: N-[3.5-Bis(trifluoromethyl)phenyl]-2-hydroxy-5-methylbenzamide (Comopund No. 55). 

[0408] using 5-methylsalicylic acid and 3.5-bis(trifluoromethyl)anillne as the raw materials, the same operation as 

the example 1 6 gave the title compound. 

riSMB(DMSO-d3): 8 S.92(1H. d. J=8.7Hz). 7.28(1H. dd. J=8.7. 1.8Hz). 7.71(1H. d. J=1.8Hz). 7.82(1H. s). 8.47(2H. 
s). 10.80(1H.s). 11.14(1H.s). 

Example 57: N-[3.5-Bis(trifluoromethyl)phenyl]-5-(1 .l-d^ethyl)ethyl-2-hydroxybenzamide (Comopund No. 56). 
[0409] using 5-[(1.1-dimethyi)ethyllsalicylic acid and 3.5-bis(trifluoromethyl)aniline as the raw materials, the same 
operation as the example 16 gave the title compound. 

T^SMR(DMSO-de): 8 1 .30(9H. s). 6.9a(1H. d. J=8.7Hz). 7.50(1H. dd. J=8.7. 2.4Hz). 7.82(1H. d. J=2.4Hz), 7.83(1H. 
s), 8.46(2H, s), 10.80(1H, s). 11 .12(1H, s). 

Example 58: 5-Acetyl-N^[3.5-bis(trifluoromethyl)phenyll-2.hydroxybenzamide (Comopund No. 78). 
(1) 5-Acetyl-2-benzyloxybenzoic acid methyl ester. 

" Cmr;CDCI3): 8 2.58(3H. s). 3.93(3H. s). 5.27(2H. s). 7.07(1H. d. J=8.7Hz). 7.26-7.43(3H. m). 7.47-7.50(2H. m). 
8.07(1H, dd. J=8.7, 2.4Hz), B.44(1H, d, J=2,4Hz). 
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(2) 5-Acetyl-2-benzyloxybenzoic acid. 

VI ^«thx,i r^etoWf^ RQn common was dissolved in a mixed solvent of methanol 
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(IH.d, J=2.4Hz). 

(3) 5-Acetyl-2-benzyloxy-N-[3,5-bis(trifluoromethyl)phenyl]benzamide. 

[0412] using 5-acetyl-2-benzyloxybenzoic acid and 3,5-bls(trifluoromethyl)aniline as me raw materials, the same 
8.47(2H.S), 10.96(1H,s), 11.97(1H, brs). 

(4) Preparation ot 5-acetyl-N-[3,5-bis{trifluoromethyl)phenyl]-2-hydroxybenzamide. 

Example 59: N-t3.5-Bls(trifluoromethyl)phenyll-2-hydroxy-5-(1-hydroxyethyl)benzamide (Comopund No. 57). 
[04141 5-Acetyl-N-[3.5-bis(trifluoromethyl)phenyl)-2-hydroxybenzamide(50.5mg,0.13mmol^^^^^^ 

J.8 4, 2 1Hz), 7.85(lH,s), r.86(lH, S, J^.IHz), e.48(2H, =), 10.86(1H.s), 11.32(1H, S). 

E«mpl. 60: N43,5-Bls(trllluo.on»thyl)phenyll-2.hyd,oxy-5-t(lH™mox,lmlno)«hyllb^^ (Comopund No. 58). 

104151 5-Aoetvl-N^3 6-bB(lrifluorom.thyl)phen,11.2-m«'oxybonzamido( 100.0mg.0,2anmol)«as<lissol«odln*,- 

(1H, d, J=2.4Hz), 8.47(2H, s), 10.87(1H, s). 11.48(1H, s). 

Example61:5-[(1-Benzyloxyimino)ethyI]-N-[3.5-bis(trifluoromethyl)phenyll-2-hydroxybenzamid^ 

[04161 using 5-acetyl-N-[3.5-bis(tr.fiuoromethyl)phenyl]-2-hydroxybenzamide and 0-benzylhydroxylamin hydro- 
cWoriJe as the raw mlrials. the same operation as the example 60 gave the trtle compound. 

r^NMB(DMSO.de): 5 2.24(3H, s), 5.20(2H. s). 7,04(1H. d, .-SJHz) 7.29-7.47(5H.m). 7.76(1H, dd. J=8.7. 2.4Hz), 
7.85(1 H. s). 8.07(1 H, d, J=2.1Hz). 8.46(2H, s), 1 0.87(1 H, s). 11. 47(1 H, s). 

Example 62: N-[3,5-Bis(trifluoromethyl)phenyll-5-(2,2-dicyanoethen-1-yl)-2-hydroxybenzamide (Comopund No. 60). 
(1) 5-(2 2-Dicyanoethen-1-yl)-2-hydroxybenzoic acid. 

!?dr.=r=prs— 
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for 2 hours The separated yellow crystal was fiftered and recrystallized (ethanol) to give the tttle compound(139.9r.g, 
iH-KdS^'^^^^^^^ d. J=8.7HZ). 8.09(1H. dd. J=8.7. a..Hz). 8.41(1H. s). 8.50(1H. d, J=2.4Hz). 

(2)N-[3.5-Bis(trifluoromethyl)phenyl]-5-(2.2-dicyanoethen-1-yl)-2-hydroxybenzamide. 

[0418] using 5-(2.2-dicyanoethen-1 -yl).2-hydroxybenzolc acid and 3.5-bis(trlf.uoromethyl)aniHne as the raw materi- 
als the same operation as the example 1 6 gave the title compound. 

T^NMRlDMSO-d,):67.13(1H.d.J=^^^^^^^ 
8.43(2H. s), 11. 43(1 H. s). 

Example 63: 3-({N.[3,5-Bis(trifluoromethyI)phenyl]cart,amoylH-hydroxyphenyl)-2-cyanoacrylic acid methyl ester 
(Comopund No. 62). 

(1) 5-[(2-Cyano-2-methoxycarbonyl)ethen-1^l]-2-hydroxybenzoic acid. 

» r rs^rrr -rrrra-r s^L"^^^^^ .ec^-- . - - - 

(2) 3-((N13>Bis(WnuoromethyOph™yllc.*amc.ylH-hyd,owh,nyl).2.cy.n(W"'= aoM memyl ester. 
,04201 U*9 5-I(2.ceeo-2.me,hex,ceH»™,l)e.t,e.-1-,l)-2-hydrox,b.nxolc »ca end 3.5-b„(«h,o™n»ems*«-«ne 
S raw ™Uk ,!,. same operauor ee me exar,p« , 6 ge,e «,e Me c»T,».n,d. 

*SmR,dW 53.86,3H. r.,5„H, d. S.20„H. dd,..3.7, 2.4Hz,, 0.370H. s). ».6S<,H, d, 2.4Hz,. 

Example 64: 3-(lN- 13,6-Bis(«nuorome,(»«)pt.en,llcarbamoyl)-4.h,d,ox»Myl).2^anoac,ylio acid (Comopund No. 
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10421] 3-«N-[3.5-Bis(trtfluoromethyl)phenyl,carbamoy.l-4-hydro^^^^^^ 

i.11mmol) was dissolved in ethanol(5mL). 2 N sodium '^^J^^'^'^f ^^J^^J,^ and extracted 

stirred at room temparature for 3 hours. The reacjon « ^-^^^J^^^^^^^^^^ sutfate. the residue 

^^.Sl^CZ^^H, d. a=8.4Hz). 7.84(1H. s, 7.94(1H. dd. .=8.4. 2.1Hz). 8.38(1H. d. .=2.1Hz). 8.45(2H. 
s).9.87(1H,s),11.41(1H.s). 

Example 65: N-l3.5-Bis(trifluoromethyl)phenyl]-2-hydroxy-5-(2-phenylothen-1-yl)benzamlde (Comopund No. 63). 
[0422, AmlxtureofN-[3.5-bls(trifluoromethyl)phenyll-2-hydro^^^^^^^^^^^^ 

i.25mmol). palladium acetate(4.5mg, 0 °2--ol) tns(ortho^^^^^^^ P^^PV 
(388mg. 3mmoD and N.N-dimethylformam,de(2m^g^^^^^^ 

— srm^-~ 

dd. J=8 4 2 1HZ). 7.86(1H. s). 8.07(1H. d, J=2.1Hz). 8.49(2H. s). 10.89(1H. s), 11 .33(1H. brs). 

Example 66- N-[3.5 .Bis(trifluoromethyl)phenyn-2-hydroxy-54(trimethylsilyl)ethynyi]benzamide (Comopund No. 66). 
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mixture was stirred at 40''C for 2 hours. Atter cooling to room temparature. the reaction mixture was poured into ethyl 
S e(T oSm and 1 N citric acid(1 OOmL stirred, and tittered through celite. After the ethyl acetate layer was washed 
Swa er and brine one after another, dried over anhydrous magnesium sulfate, the solvent was evaporated under 
r/duc^ pressure. The obtained residue was purified by column ^^^^"^^^'^^^'1°'^^^'^^^^ 
tate=19:1) to give a light orange solid. This was crystallized by n-hexane to g»e the trtle compound(286mg. 32.1 ^) 



iH-NrRrDS"e):50. 

8.46(2H, s), 10.86(1H, s). 11.69{1H, s). 

Examples?: N-[3.5-Bls(trifluoromethyl)phenyl]-5-ethynyl-2-hydroxybenzamide(Comopund No. 64). 
[0424] N-[3,5-Bis(trifluoromethyl)phenyl)-2-hydroxy-5-[(trimethylsilyl)ethynyGbenzamide(233mga5m^^^^ 
solved in methanol 1mL). 2 N sodium hydroxlde(1 mL) was added, and the mixture w^ tlf^.^tSrASeS 
for 1 hour. The reaction mixture was poured into 2 N hydrochloric acid and extracted with ethyl .^^^^^f « ^ 

a^tate layer was washed with waterand brine one after another, dried over anhydrous magnesium sulfate, the solvent 
wStaporated under reduced pressure. The obtained residue was crystallized from ethanol-water to give the title 
compound(67mg, 35.9%) as a light gray crystal. , „ ^ o^lj xvpcmw =\ tqhm i d J-2 1Hz) 

iH-NMR(DMSO-d6): 54.11 (1H, s), 7.02(1 H. d, J=8.4Hz). 7.55(1 H. dd. J=8.4. 2.1Hz) 7.85(1 H. s). 7.98(1J. d. J-2.1 Hz). 
8.46(2H.S). 8.46(2H,S). 1 0.86(1 H. s). 11. 62(1 H, s). 

Example 68: N-[3.5-Bls(trifluorbmethyl)phenyl]-2-hydroxy-5-(phenylethynyl)benzamide (Comopund No. 65). 

[0425] Using N-[3,5-bis(trifluoromethyi)phenyl]-2-hydroxy-5-iodobenzamide and phenylacetylene as the raw mate- 
rials, the same operation as the example 66 gave the title compound. 87 2iHz^ 786(1H 
iH-NMR(DMSO-d6): 8 7.06(1 H. d. J=8.4Hz), 7.42-7.46(3H, m). 7.53-7.57(2H, m), 7.64(1 H, dd. J=8.7. 2.1 Hz), 7.86(1 M. 
s). 8.06(1H, d. J=2.1Hz), 8.48(2H, s), 10.94(1H. s). 11 .64(1H. brs). 

Example 69: N-[3,5-Bls(trifluoromethyl)phenyll-4-hydroxybiphenyl-3-carboxamlde (Comopund No. 67). 

[0426] N-[3,5-Bis(trlfluoromethyl)phenyl]-2-hydroxy-5-iodobenzamide(200mg 0.42mmol) Jjf 
1 2-dimethoxyethane(3mL). Tetrakrs(triphenylphosphlne)palladium(16mg. 0.0014mmol) was added under argon at 
mLpJLTe S^rt^e mixture was stirred at room temparature for 5 minutes. Then dihydroxyphenylborane(57mg, 
^7^00 and 1M sodium carbonate(1 .3mL) were added and refluxed for 2 hou.^^^^^^^ 

the reaction mixture was poured into diluted hydrochloric acid and extracted with ethyl acetate. Afterthe ethyl acetate 
ayeTS waTd with water and brine one after another, dried over anhydrous sodium sulfate, ^he solvent w^^^^^ 
S^^under reduced pressure. The obtained residue was purified by column chromatography on s.hca gel(n-hexane. 
ethvlacetate=6:1^3:1)togivethetitlecompound(109mg, 61.1%)asawhitecrystal. , ^ ,vc.mu 

1H NMRpJ^'o-de): 5 7.ll(1H, d. J=8.7Hz). 7.33-7.38(1 H. m). 7.48^H. 
J=8.4, 2.4HZ), 7.B7(1H, s), 8.17(1H, d. J=2.4Hz). 8.49(2H. s). 10.92(1H. s). 11.41(1H. s). 

Example 70: N-[3.5-Bis(trifluoromethyl)phenylJ-2-hydroxy-5-(2-phenethyl)benzamide (Comopund No. 68). 

[0427] Using N-[3,5-bis(trifluoromethyl)phenyQ-2-hydroxy5-(phenylethynyl)benzamide as the raw material, the same 
operation as the example 58(4) gave the title compound. 

^'^SMR(DMSO-de): 5 2.88(4H. s). 6.93(1H. d, J=8.1Hz). 7.15-7.34(6H. m), 7.76(1H. d. J=2.4Hz). 7.84(1H. s). 8.47 
(2H, s). 10.79(1 H, s), 11.1 5(1 H. s). 

Example 71 : N-[3,5-Bls(trifluoromethyl)phenyl]-2-hydroxy-5-(trifluoromethyl)benzamlde (Comopund No. 69). 

[0428] using 2-hydroxy-5-(trifluoromethyl)benzoic acid and 3,5-bis(trifluoromethyl)anlline as the raw 'materials Jhe 
iame operailon as L example 1 6 gave the title compound. (2-Hydroxy-5-(trmuoromethyl)benzoK. acd: refer to Chem. 
Phami.Bull.. 1996.44.734.) 

S'IrIcDCIs. 8 ): 7.17(1H. d. J=9.0Hz). 7.72-7.75(2H. m). 7.86(1H. s). 8.17(2H. s), 8.35(1H. s), 11.88(1H. s). 
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Example 72: N-[3.5-Bis(trifluoromethyl)phenyl].2-hydroxy-5-{pente^^ (Comopund No.70). 

Chem. Pharm. Bull.. 1996.44, 734.) 

T^1r(CDC., 5): 7.19(1H. d. J=9.0Hz 7.70(1H, dd, J=8.7. 2.1Hz). 7.Bi(1H. d. J=2.1Hz). 8.17(2H, s). 8.37(1H, s). 
11.92(1H.8). 

Example 73: N-[3,5-Bis(trifluoromethyOphenyl]-2-hydroxy-5-(pyrrol-1-yl)benzamide (Comopund No. 71). 
[0430] Using2-hydroxy-5-(pyrrol-1-yl)benzoicack1and3.5-bis(trifluoromethyl)anilineasthe.r^^ 
operation as the example 16 gave the title compound. 

r^LRpMSO-d,: 5 6.27(2H. dd. .=2.4. 1.8Hz, 7.10(1H VSri'/lf^VH V"'' ^' 
J=9.0. 2.7HZ). 7.86(1H. s), 7.98(1H. d. J=2.4Hz). 8.47(2H. s). 10.89(1H. S). 11.24(1H. s). 

Example 74: N- [3.5-Bis(trlfluoromethyl)phenylh2-hydroxy-5-(thlophen-2-yl)benzamide (Comopund No. 72). 
20 [0431] using N-[3.5-b.s(trifluoromethyl)phenyll-2-hydroxy5-iodobenzamide and 2-thipheneboronlc acid as the raw 
materials, the same operation as the «>=ample 69 gave the ^'f J^^J^J^^^- , ^^3 3 , ^Hz). 7.51 (1 H. dd. 

:s^T:zr7:?i!iH.^^^^^^^^^^^ 

Example 75: N-[3,5-Bls(trifluoromethyl)phenyl]-2-hydroxy-5-(thiophen-3-yl)benzamide (Comopund No. 73). 

[0432] using N-[3.5-bis(trifluoromethyl)phenyn-2-hydroxy-5-iodobenzamide and 3-thiphenebo,onic add as the raw 
materials, the same operation as the example 69 gave the title compound. 

T^'NMR(DMSO.d,): 5 7.06(1H. d, J=8.7Hz). 7.57(1H. dd. J=4.8, 1.5Hz). 7.66(1H. dd. J=4.8. 3.0Hz). 7.81-7.84(2H. 
m) 7 860H. s). 8.18(1H. d. J=2.1Hz). 8.49(2H. s). 10.90(1H. s). 11.33(1H, s). 

Example 76: N-[3.5-Bis(trifluoromethyl)phenyl]-2-hydroxy-5-(2-methylthiazol-4.yl)benzamide (Comopund No. 75). 

(1) 2-Ben2yloxy-5-(2-bromoacetyl)-N-[3.5-bis(trifluoromethyl)phenyi]benzamide. 

(2) 2-Benzyloxy-N-[3,5-bis(trifluoromethyl)phenyll-5-(2-methylthiazol-4-yl)benzamide. 

md341 A mixture of 2-benzyloxy-5-(2-bromoacetyl)-N-[3,5-bis(trifiuoromethyl)phenyl]benzamide(2B0mg O.Smmol^^^ 
S), 794(iH, 8 12(1H, M. 4^7. 2 1Hz). S.27(1H, d, J.2.1Hz), 8 31(2H,s). 10.86(1H. s)^ 
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(3)N-[3,5-Bis(trifluoromsthyl)phenyl]-2-hydroxy-5-(2-methylthia2ol-4-yl)ben2amide. 

r04351 2-Benzyloxy-N-[3,5-bis(trifluoromethyl)phenyl]-5-(2-methylthiazol-4-yl)benzamide(160mg 0-3")^°') 

T^:::^mlUy.^2.72i3^. s). 7 08(1H. d. J=8.7Hz). 7.83(1H. s, 7.85(1H. s). 8.01(1H. dd. J=8.7. 2.4Hz). 8..2 
(1H, d, J=2.1Hz). 8.50(2H, s), 10.96(1H, s), 11.40(1H, s). 

Example 77: N-[3.5-Bis(trifluoromethyl)phenyll-2-hydroxy-5-(imidazo[1.2-alpyridin-2-yl)benzamide (Comopund No. 
75). 

r04361 A mixture of 2-benzyloxy-5-(2-bromoacetyl)-N43.5-bis(trifluoromethyl)-phenyl]ben2amide{280mg. 0.5mmol) 

2hvTacetete=1 2) to gL the title compound(1 SO.Smg, 45.9%) as a white solid. Then, a mixture of tt,.s «o''d(1 OSmg. 
0 !lmon 10% Pd-^{11mg). ethanol(8mL) and ethyl acetate(8mL) was stin-ed for 7 hours under hydrogen a^os- 
phernhtlaln mire was filtered and the residue obtained by evaporation of the fiftrate ""der reduced pre 
was purifie^^^^^^^^ on silica gel(n-hexane:ethyl acetate=1 :3) to give the title compound(1 8.3mg, 20.2 A) 

^t.i:Z^-^^: 6 e.90(1H, dt. .=3.6, 0.9Hz), 7.10(1H. d .=8.Hz, 7.5(1 H n,. 7^7(1H. d. .=9.0Hz). 7.86(1H. 
s). 8.04(1H. dd, J=8.7. 2.1Hz), 8.35(1H, s). 8.48-8.56(4H. m). 11.00(1H. s). 11.41(1H. s). 
Example 78: N-[3.5-Bls(trifluoromethyl)phenyl]-2-hydroxy-5-(pyridin-2-yl)benzamide (Comopund No. 76). 

(1) N-[3.5-Bi8(trifluorom6thyl)phenyl]-5-iodo-2-methoxymethoxybenzamide. 

Teduced p"e was purified by chromatography on silica gei(hexane:cthyl acetate=3:1). and recrystali.zed(n-hex- 
35 ane/ethyl acetate) to give the title compound(3.96g. 76.3%) as a white sohd^ 

iH-NMI=l(DMSO-d6): 5 3.38(3H, s). 5.28(2H, s). 7.12(1H. d. J=9.0Hz). 7.81(1H. s). 7.82(1H. dd. J-8.7. Z.4MZ,. 
(1H, d, J=2.4Hz), 8.40(2H, s), 1 0.87(1 H. s). 

(2) N-[3.5-Bis(trifluoromethyl)phenyl]-2-methoxymethoxy-5-(pyridin-2-yl)benzamide. 

r04381 N-f3 5-Bis(trifluoromethyl)phenyl]-5-iodo-2-methoxymethoxybenzamide(0.20g, 0.39mmol) was dfeso^ved in 

nmnp 1ma 0 05mmon were added, and the mixture was stirred at lOO'C for 1.5 hours. Alter coomg, in« . 
riure was pourTrnto water and ;xtracted wfth ethyl acetate. After the organic layer was washed with water and 
S dned o^e anh drous sodium sulfate, the residue obtained by evaporation under -'^"-^ P^^^^^^ 
bj Chromatography on silica gel(n-hexane.ethyl acetate=2:1-.1:1) to give the title compound(37.9mg. 20.8/o) as a 

CmCdCI3): 8 3.64(3H. s). 5.53(2H. s). 7.23-7.28(1H. m), 7.36(1H J- ;=B^^Hz) ;f5(1H. s). 7,77-7.84(2H, m). 
8.20(2H, s), 8.31 (1H, dd. J=8.7. 2.4Hz). 8.68-8.70(1 H, m). 8.83(1 H. d. J=2.4Hz). 10.12(1 H. s). 

(3) N-[3.5-Bis(trifluoromethyl)phenyl]-2-hydroxy-5-(pyridin-2-yl)benzamide. 

[04391 MethanolOml) and concentrated hydrochloric acid(0.5m1 ) were added to N- ^ 
2 me1hoxvmethoxy-5-(pyridin-2-yl)benzamide(37.9 mg. O.OSmmol), and the mixture was refluxed for 2 hours^Atte 
hT^aotion mTlre was poured into saturated aqueous sodium hydrogen catenate and ex^ra':ted w h^^^^^^^ 
acetate After the organic layer was washed with water and brine, dried over anhydrous sod.ur^ sulfate, the residue 
^le^TeZori^on und'er reduced pressure was purified by chromatography on silica gel(n-hexane:ethyl ace- 
tate=2:1) to give the title compound(16.2mg. 47.2%) as a white powder 
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1H NMRrDMSO-d.V87 13(1H d J=8.4Hz), 7.73(1 H.ddd.J=7.5.6.3J.2Hz). 7.86-7.91 (2H.m). 7.97(1 H d J=7.8H2). 
Sd J?8^' 2 1 HZ^B^O S). 8.59(1H. d. J=2.4Hz). 8.64-8.66(1H. m). 10.97{1H. s). 11 .53(1H. S). 

Example 79: N-[3.5-Bis(trifluoromethyl)phenyll-2-hydroxy-5-methoxybenzamide (Comopund No. 77). 

[0440] Using 5-methoxysalicylic acid and 3.5-bis(trifluoromethyl)aniline as the raw materials, the same operation as 
the example 1 6 gave the title compound. 

T^lR(DMSO-de): 5 3.77(3H. s). 6.97(1H. d. 0=9.0Hz). 7.10(1H. dd. J=9.0 3.0Hz). 7.43(1H. d. J=3.0Hz). 7.84(1H. 
s). 8.47(2H. s). 10.84(1H, s). 10.91(1H, s). 

Example 80: N-[3,5-Bis(trifluoromethyl)phenyl]-2-hydroxy-5-isobutyrylbenzamide (Comopund No. 79). 

(1) 5-Acetyl-2-methoxybenzoic acid methyl ester. 

rn^n A mixture of 5-acetvlsaltoyllc acid methyl ester(5.00g. 25.7mmol), sodium carbonate(7.10g. 51 .4mmol) and 
ether/n-hexane) to give the title compound(5.17g. 96.5%) as a white c^^^^^ 

1H-NMR(CDCI3): 8 2.59(3H. s). 3.92(3H. s). 3.99(3H. s). 7.04(1H. d. J=8.7Hz). 8.12(1H. dd, J-8.7. 2.4Hz). 8.41 . 
d. J=2.4Hz). 

(2) 5-lsobutyryl-2-methoxybenzoic acid methyl ester. 

[04421 A mixture of 5-acetyl-2-methoxybenzoic acid methyl ester(0.50g. 2.40mmo1), P°\^«^'^7^^^^-'"^°^f ^° J'^^ 
7 SmmoV) ™e^ahydrofuran(1 OmL) was cooled with Ice bath. Methyl lodide(0.5mL. 8.03mmol) was f •^^'^.^"d the 
mflr^wL Srred at room temparature for 1 hour. The reaction mbcture was poured.lnto water, n^^trf''^"'^ j^?! 'y'T, 
chSracfd are^racted with ethyl acetate. After the organic layer was washed with water and bnne. Jned over 
fnhy"rou?sodium sulfate, the residue obtained by evaporation under reduced pressure ^^P-^^^^^^^^^^; 
raphy on silica gel(n-hexane:ethyl acetate=3: 1-^2:1) to give the trtle '^Xu ^ 7 n\T?H f J 8 7Hz^^ 
1H NMR(CDCl3): 8 1 .22(6H, d. J=6.9Hz), 3.52(1H, m). 3.92(3H. s), 3.98(3H. s). 7.05(1H. d. J=8.7Hz). 8.13(1H. dd. 
J=8.7, 2.4Hz), 8.42(1 H, d, J=2.4Hz). 

(3) 5-lsobutyryl-2-methoxybenzolc acid. 

mdiwi 5 isobutvrvi-2-methoxyben2oic acid methyl ester(1 43.1 mg. O.eommoi) was dissolved in methanol(5mLV 2 N 
™LsormTdrox^^^ 

was poured int^ acid and extracted with ethyl acetate. The organic layer was washed wrth water and 

rrine'drdrrLhydroussodlumsuifate.and evaporated under reducedpres^^ 

"iSS^^^^^^^. 3-OH. m). 4.15(3H. s). 7.ie(1H. d, .=8.7Hz). 8.24(1H. dd. J=8.7, 2.4Hz). 
8.73(1 H, d, J=2.1Hz). 

(4) 5-Butyryl-N-[3,5-bis(trifluoromethyl)phenyl]-2-methoxybenzamide. 

[04441 using 5-lsobutyryl-2-methoxybenzoic acid and 3,5-bis(trif luoromethyl)aniline as the raw materials, the same 
operation as the example 16 gave the title compound. ^ , „ -,u,% 7rkmi-i Q^ 8 m(2H s> 

1H-NMR(CDCI3): 8 1.23(6H, d, J=6.9Hz). 3.64(1H. m), 4.20(3H, s), 7.18(1H. d, J=8.7Hz). 7.65(1H, s), 8.19(2H, s), 
8.22(1H, dd, J=8.7, 2.1Hz), 8.88(1H, d, J=2.1Hz), 9.98(1H, s). 

(5) N-[3.5-Bis(trifluoromethyl)phenyl]-2-hydroxy-5-isobutyrylbenzamide. 

r04451 A mixture of 5-butyryl-N-[3,5-bis(trifluoromethyl)phenyll-2-methoxybenzamide(143.4mg, 0-33'^rnol)^ 
LTe-lolifdineXl) and thium lod7de(53.1 mg, 0.40mmol) was refluxed for 1 hour. After cooling, the reaction mixture 
wa^pouS^^ hydrochioric acid and extracted with ethyl acetate. After the organic layer was washed with bnne^ 
driJd o^ranSdrls s^^^ sulfate, the residue obtained by evaporation under reduced pressure was punfed by 
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chromatography on .lllc. gal(n-h,xane:o«,yl and orysMizedlelhyl .ceBtaf«op,opyl olhor, ,o gi.e the 

ZS^'^^r.rt^^^X^^'^lTT.H^n. 7,-,.H, d, .=S.HZ,, s,. a.O.„H. dd, «.4, 

2.4Hz). 8.45(1H. d. J=2.4Hz), 8.47{2H, s), 10.93(1H, s), 11.95(1H, brs). 

Example 81: N-t3.5-Bis(trifiuoromethyl)phenyll-4-hydroxyisophthalamic acid methyl ester (Comopund No. 81). 

[0446] Using 4-hydroxyisophthalio acid 1-methyl ester and 3.5-bls(trif.uoromethyOaniline as the raw materials, the 
same operation as the example 16 gave the title compound. 

T^NMB{DMSO-de): 8 3.85(3H. s). 7.12(1H. d. J=8.4Hz). 7.86(1H. s). 8.02(1H. dd. J=8.7. 2.4Hz). 8.46-8.47(3H. m). 
1 0.96(1 H, s), 12.03(1 H, brs). 

Example 82: N-[3.5-Bis(trifluoromethyl)phenyll-4-hydroxyisophthalamic acid (Comopund No. 80). 

rnAdTi IM r3 5 Bis<trifluoromethyl)phenyi]-4-hydroxylsophthalamic acid methyl ester(2.85g, 7mmol) was suspended 

and the separated solid was filtered, washed with water, dried to give the trtle compound (2.68g. 97.4 /o) as a white 

^H^rS-RCMSO-de): 5 7.10(1H. d. J=8.7Hz). 7.82(1H. s). 7.86(1H. s). 8.01(1H. dd. J=8.7. 2.4Hz). 8.47(2H, s). 8.48 
(1H, d, J=2.4Hz), 1 0.97(1 H, s), 11 .98(1 H. brs). 

Example 83: Ni.N3-Bis[3,5-bis(trifluoromethyl)phenyll-4-hydroxyisophthalamide (Comopund No. 82). 

r04481 Using 4.hydroxyisophthalic acid(1 82mg, Immol). 3,5-bis(trifluoromethyl)-aniline(687mg 3mmol), Phosph°rus 
tSride(87'^ltlmro7^^^^^^ 

IhSrTdM^^^^^^^^ d. .=8.7HZ). 7.82(1H. s). 7.86(1H. s). 8.11(1H. dd J=8.7. 2.4Hz). 8.50(2H. s). 8.54 

(2H. s). 8.56(1 H. d. J=2.4Hz), 1 0.79(1 H. s). 1 0.99(1 H.s). 11. 84(1 H. brs). 

Example 84: N3-[3,5-Bis(trifluoromethyl)phenyn-4-hydroxy-Ni. Ni-dimethyllsophthalamide (Comopund No. 83). 

(1) 4-Benzyloxy-N-[3,5-bis(trlfluoromethyl)phenyl]isophthalamic acid methyl ester. 

10449] sodium hydride(60%; 1.04g. 26mmol) was washed wrth n-hexane -"-P«"f ^j" ^.N-dim^^^^^^ 

lized(ethylacetate/n-hexane) to give the title compound(5.38g. 54.1%) as^^ 7B2(1H 
iH-NMR(DMSO-d6): 5 3.87(3H. s). 5.33(2H. s). 7.33-7.36(3H. m). 7.46(1H, d J=8.7Hz), 7.53-7.56(2H. m), 7.82(1H. 
s). 8.1 5(1 H. dd, J=8.7. 2.1 HZ). 8.25(1 H. d, J=2.1Hz). 8.28(2H. s). 1 0.87(1 H. s). 

(2) 4-Benzyloxy-N-[3,5-bis(trifluoromethyl)phenyl]isophthalamic acid. 

[0450] Using 4-benzyloxy-N-[3.5-bis(trifluoromethyI)phenyl]lsophthalamic acid methyl ester as the raw material, the 
same operation as the example 82 gave the title compound. 

CMR(DMSO-de): 8 5.32(2H, s), 7.32-7.34(3H, m), 7.43(1H, d, J=8.7Hz), 7^52-7.56(2H. m), 7.81(1H. s). 8.12(1H, 
dd, J=8.7, 2.1Hz). 8.22(1 H. d. J=2.1Hz). 8.28(2H, s), 10.85(1H. s), 13.81(1H, brs). 

(3) 4-Benzyloxy-N3-[3,5-bis(trifluoromethyl)phenyl]-Ni.Ni-dimethylisophthalamide. 

r0451l WSC . HCl(95mq 0 SOmmol) was added to a solution of 4-ben2yl-N-[3.5-bis(trifluoromethyl)phenyllisophtha- 
L^!cLd7i2mgT50rmo.) di.^^^^^^ hydrochloride(41mg. 0.50mmol) and triethylamine(51mg. 0.50mmol) .n 
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Snt u.d„ »duo=d pressure y,m purified ty cWmalography on ..l.ca g,l(i.exane:e1h,l acetaM-1.4) 10 g,». ». 

(1H, d, J=2.1Hz), 7.80(1 H, s), 8.28(2H, s). 1 0.83(1 H, s). 
(4)N3-[3,5-bis(trifluoromethyl)phenylH-hydroxy-Ni.Ni-dimethylisophthalamide. 

rn>iMi A ..olMtion of 4-benzyloxy-N3-[3.5-bis(trifluoromethyl)phenyl]-Ni.Ni-dimethylisophthalamide(141mg. 
SmoO and 5% Pd.C( 4mg) «re of 'ethanoKSmO and ethyl acetate(5mO was stirred at -m tempa^tur^ 
Jl^Mrurundthydrogenatmosphere.Thereactionmixturew 

pressure to give the title compound(1 06mg. 91 .2%) as a white solid. , „ , ^ _ . _ ^ . ^ H d J-2 1 Hz) 
?H-NMR(DMSO-de):82.98(6H.s).7.02(1H.d.J=8.7Hz),7.52(1H.dd,J=8.7.2.1Hz).7.84(1H.s).7.95(1H 

8.46(2H, s). 11.10(1H. brs), 11.63(1H, brs). 

Example 85: N-[3.5-Bis(trlfluoromethyl)phenyl]-2-hydroxy-5-(piperidine-1 -carbonyl)benzamide. 

(1) 2-Benzyloxy-N-[3,5-bls(trifluoromethyDphenyl]-5-(piperidine-1 -carbonyl)benzamlde. 

[0453] Using 4-benzyl-N-[3,5-bis(trifluoromethyl)phenyl]isophthalamlc acid and piperidine as the raw materials, the 
same operation as the example 84(3) gave the title compound. 

T^NMR(CDCl3): 8 1 .53-1 .70(6H, m). 3.44(2H, brs), 3.70(2H. brs), 5.26(2H s). 7.24(1H d J=8.7Hz). 7.26(1H. s). 
7 52-7;58(5H. m). 7.66(2H. s). 7.74(1H. dd. J=8.7. 2.4Hz). 8.37(1H, d. J=2.1Hz). 10.27(1H. s). 

(2) N43,5-Bis(trlfluoromethyl)phenyll-2-hydroxy-5-(piperidlne-1-cart)onyl)benzamide. 

[0454] Using2-benzyloxy-N-[3,5-bis(trifluoromethyl)phenyl]-5-(piperidine-1-carbonyObenzamideastherawmateri- 
al the same operation as the example 84(4) gave the title compound. 

7.85(1H, s). 7.92(1H, d, J=2.1Hz). 8.46(2H. s). 10.99(1H. s). 11.64(1H. brs). 

Example 86: 5-(4-Benzylpiperidine-lH:arbonyl)-N-[3,5.bis(trifluoromethyl)phenyll-2-hydroxyben2amide. 

(1) 2-Benzyl-5-(4-ben2ylpiperidine-1-carbonyl)-N-[3,5-bis(trifluoromethyl)phenyl]benzamide. 

[0455] Using 4-benzyl-N.[3.5-bis(trifluoromethyI)phenynisophthalamic acid and 4-benzylpiperidine as the raw mate- 
rials the same operation as the example 84(3) gave the title compound. 

7.57-7.63(3H. m). 7.65(1 H. dd. J=B.7. 2.4Hz). 7.96(2H. s). 8.05(1 H. d. J=2.1Hz). 

(2) N-[3.5-Bis(trinuoromethyl)phenyl]-2-hydroxy-5-(4-benzylplperidlne-1-carbonyl)benzamide. 

[0456] using 2-benzyl-5-(4-benzylpiperidine-1-carbonyI)-N-[3.5-bis(trifluoromethyl)phenyl]benzamide as the raw 
material the same operation as the example 84(4) gave the title compound. 

(IH. s).'7.93(1H. d, J=2.1Hz), 8.47(2H.s), 10.89(1H. s). 11. 65(1 H, s). 
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Example 87: N-[3.5-Bis{trifluoromethyl)phenyll-5-dimethylsufamoy!-2-hydroxyben2amide. 

(1 ) 2-Methoxy-5-suif amoylbenzoic acid. 

ro457] Methyl 2-methoxy-5-sutfamoylben2oate(4.91 g. 20mmol) was dissolved In ^^^^ ZTetJon 

98.3%) as a white solid. ^ , yoojoH s^ 7 92(1 H dd J=8.7, 2.7Hz), 8.09(1 H.d,J=2.7H2), 

iH-NMR(DMSO-d6):S3.89(3H,s).7.30(1H,d,J=8.7Hz),7.32(2H.s)./.aAin,aa,o o./, /, 

13.03(1 H, br). 

(2) N-(3,5-Bis(trifluoromethyl)phenyl]-2-methoxy-5-sufamoylbenzamide. 

[0458] Using 2-methoxy-5-suttamoylbenzoic acid and 3.5-bis(trifluoromethyl)anlline as the raw materials, the same 
operation as the example 24 gave the title compound. 

T^NMRpMSO-de): 6 3.97(3H. s). 7.38(2H. s). 7.39(1H. d. J=8.7Hz), 7.85(1H. s). 7.96(1H. dd. J=8.7. 2.4Hz). 8.06 
(1H, d. J=2.4Hz), 8.43(2H. s), 1 0.87(1 H. s). 

(3) N-[3 5-Bis(trlfluoromethyl)phenylJ-5-dlmethylsufamoyl-2-methoxybenzamide. 
(1H. d, J=2.4H2), 8.43(2H, s), 1 0.90(1 H, s). 

(4) N43,5-Bls(trifluoromethyl)phenyll-5-dimethylsufamoyl-2-hydroxybenzamlde. 

[0460] using N-[3,5-bis(tnfluoromethyl)phenyn-5-dimethyIsufamoyl-2-methoxybenzamide as the raw material, the 
same operation as the example 80(5) gave the title compound 

lH-NMR(DMSO-d6): 52.77(3H. d, J=4.5Hz). 4.37(1 H. brs). 6.70(1H. d, J=3.6Hz). 7.04(2H. s). 

Example 88: N-[3.5-Bte(trifluoromethyl)phenyl]-2-hydroxy-5-(pyrrole-1-sulfonyl)benzamide (Comopund No. 87). 

(1) N-[3,5-Bis(trifluoromethyl)phenyl]-2-methoxy-5-(pyrrole-1-sulfonyl)ben2amlde. 

r046n A mixture of N-[3,5-bis(trifluoromethyl)phenyl]-2-methoxy-5-sulfamoylbenzamide(442mg. Imi^oO. 
f-L^^(«:r3.r^^^^^^^^^^ 

(1H s) 8.80(1H. dd. J=9.0. 2.4HZ). 8.18(1H. d. J=2.7Hz). 8.38(2H. s). 10.92(1H. s). 

(2) N-[3.5-Bis(trifluorom6thyl)phenyl]-2-hydroxy-5-(pyn'ole-1-sulfonyl)benzamlde. 

[04621 using N-[3.5-bis(trifluoromethyl)phenyl]-2-methoxy-5-(pyrrole-1-sulfonyl)benzamide as the raw material, the 
same operation as the example 80(5) gave the title compound. 

^IZJ^SO-.,, 8 ): 6.36(2H, dd, J=2.4, 2.1Hz), 7.18(1 H. d J=9.0Hz 7.34(2H. d. 0=2.4. 2.1Hz). 7.86(1H, s). 7.99 
(1H, dd. J=9.0. 2.7Hz). 8.31 (1H, d, J=2.7Hz). 8.42(2H, s). 1 0.98(1 H. s). 
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Example 89: 5-Amino^-[3.5-bis(trifluoromethyl)phenyO-2-hydroxybenzamide (Comopund No. 88). 
[0463] using N-[3.5-bis(trif luoromethyl)phenyl]-2-hydroxy-5-nitrobenzamide as the raw material, the same operatior, 

(2H. s), 10.30(1 H, br). 1 0.84(1 H, s). 

Example 90: N-[3.5-Bis(trifluoromethyOphenyl]-5-dimethylamino-2-hydroxyben2amide. 

[0464] using 5-dimethylaminosalicylic acid and 3.54,is(trifluoromethyl)aniline as the .bw materials, the same oper- 
ation as the example 16 gave the title compound. 

r:?lR(DMSO-d,): 5 2.S5(6H, s), e.92(1H. d. J=9.0Hz). 7.01 (1H. dd. J=8.7. 3.0Hz). 7.22(1H. d. J=3.0Hz). 7.84(1H. 
s). 8.47(2H. s). 1 0.62(1 H. s), 1 0.83(1 H, s). 

Example91:5-Benzoylamlno-N^3.5-bis(trifluoromethyl)phenyll-2-hydroxybenzamlde (Comopund NO. 90)^ 

Example 92: N-[3.5-Bls(trifluoromethyl)phenyl]-2-hydroxy-5-[(3-phenyl)ureido]benzamide (Comopund No. 91). 
10466] 5-Amino-N-[3.5-bis(tHf.uoromsthy.)pheny.,-2-hydro^b^^^^^^^^^ 

raphy on silfca gel(hexane:ethyl acetate=1:1) to S^^^ t^'VS^^°7p7rPH T J 7 8^^^^ ^d, 

Example 93: N-t3.5-Bis(trifluoromethyl)phenyl]-2-hydroxy-5-[(3-phenyl)thioureido]benzamide (Comopund No. 92). 

[04671 using 5-amino-N-[3,5-bis(trmuoromethyl)phenyll-2-hydroxybenzamide and phenylisothiocyanate as the raw 
materials, the same operation as the example 92 gave the title compound. 

" ^riRpW-.ooo^ 

(1H. s). 7.87(1 H. d J=2.7Hz), 8.47(2H. s). 9.65(1H. s). 9.74(1 H. s). 10.84(1 H.s). 11. 32(1 H. s). 

Example 94: N-[3.5-Bis(trifluoromethyl)phenyll-2-hydroxy-5-[(4-nitrophenyl)diazenyl]benzamide (Comopund No. 93). 

[0468] using 5-[(4.nttrophenyi)diazenyllsancylic acid and 3.5-bis(tnfluoromethyl)anillne as the raw material, the 
same operation as the example 1 6 gave the title compound. 

r:NMR(D°MSO-de): 5 7.23(1H. d. .=9.0Hz 7.87(1 H s). ^OS^^;^^' ^^^i^^' ^' ^''^^^ 
J=9.0Hz). 8.50(2H. s). 8.53(1H. d. J=2.4Hz). 11.13(1H. s). 12.14(1H. br). 

Example95:NK3.5-Bis(trifluoromethy.)phenyl]-2-hydroxy-5-({[(4-pyridin-2-yO^^ 
(Comopund No. 94). 

35 [0469] using 5-({[(4.pyndin-2-yl)sulfamoyllphenyl}diazenyl)salicylic acid and 3,5-bis(trrfluoromethyl)aniline as the 
raw materials, the same operation as the example 1 6 gave the title compound. 

CMF^DMSO-de): 6 6.87(1H. t, J=6.0Hz). 7.22(1H. d. J=8.7Hz), 7.21-7.23(1 H, m). 7.77(1H. t. J=8.4Hz), 7.87(1H, 
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s). 7.95-7.98(3H. m). 8.03-8.07(4H. m). 8.47(1H. d. J=2.4Hz). 8.49(2H. s). 11.14(1H. s). 12.03(1H. br). 
Example 96: 2-Acetoxy-N-[3,5*is(trifluoromethyl)phenyl)-5-chlorobenzamide (Comopund No. 96). 

Lmmol) were dissolved in tetrahydrofuran(6mL). Acety °"^^f ^^^^^^ reduced pres- 

coo.ing.andthe mixture was stirredatro^^ 

r:;:;L^srsrd:rrrre:r^ 

8.37(2H,s), 11. 05(1 H, brs). 

Example 97: 4-Acetylamino-N.(3.5-bis(trifluoromethyl)phenyl)-5-chloro-2-hydroxybenzamide (Comopund No. 97). 

(1) 4-AcetyIamino-5-chloro-2-methoxybenzoic acid. 

[04711 using 4-acetylamlno-5-ch.oro-2-methoxybenzoic acid methyl ester as the raw material, the same operation 
as the example 82 gave the title compound. 

^'HtMR(DMSO-de):5 2.16(3H. s). 3.78(3H. s). 7.72(1H. s). 7.77(1H. s). 9.57(1H. s). 12.74(1H. s). 

(2) 4-Acetylamino-N-[3.5-bis(trifluoromethyl)phenyl]-5^hloro-2-methoxybenzamide. 

[0472] Using4.acetylamino-5-chloro-2-methoxybenzoicacidand3.5-bis(trifluoromethyl)anilineas 
the same operation as the example 24 gave the title compound. 

r^NMR(DMSO-de):5 2.17(3H. s). 3.89(3H. s). 7.77-7.82(3H. m). 8.45-8.49(2H. m). 9.6a(1H. s). 10.68(1H. s). 

(3) 4-Acetylamlno-N-[3.5-bis(trifluoromethyl)phenyl]-5^hloro-2-hydoxybenzamide. 

[0473] using 4-acetylamino-N-[3.5-bls(tnfluoromethyl)phenyl]-5^hloro-2-methoxybenzamide as the raw material, 
the same operation as the example 80 gave the title compound. 

r;rjMSSs0^s):«a.17(3H.s).7.75(1H.s).7. 
(1H. brs). 

Example 98: N-[3.5-Bis(trifluoromethyl)phenyll-4-chIoro-2-hydroxybenzamide (Comopund No. 98). 

[0474] using 4<hlorosalicylic acid and 3.5-b.s(trmuoromethyl)an.line as the raw materials, the same operation as 

the example 1 6 gave the title compound. 

^^LR(DMSO-de): 57.05-7.08(2H. m). 7.84-7.87(2H. m), 8.45(2H. s). 10.84(1H. s). 11.64(1H. brs). 
Example 99: N-[3.5-Bis(trifluoromethyl)-2-bromophenyl]-5-chloro-2-hydroxybenzamide (Comopund No. 99). 

[0475] using 5-chlorosalicylic acid and 3.5-bis(trifluoromethyl)-2-bromoaniline as the raw materials, the same oper- 
ation as the example 16 gave the title compound. 

CMR,DMSO.d^: 5 7.,n,H. * .=9,0H« 7.S3,, H, «, J=9.0, ..7Hz,. 7.,,,.". ^^ <^'l ' 
9.03(1 H, d. J=1.8Hz), 11.26(1H, brs). 

Example 100: N-[2.5.Bis(trlfluoromethyl)phenyl]-5-chloro-2-hydroxybenzamide (Comopund No. 100). 

[0476] using S.hlorosalicylic add and 2,5-bis(trifluoromethyl)aniline as the raw materials, the same operation as 
the example 1 6 gave the title compound. 

^^lR(?Da3): 5 7.03(1 H, d, J=8.7HZ). 7.43-7.48(2H. m). 6.61 (1 ^ 
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8.60(1H.s),11.31(1H,s). 

Example 101: N-[2.5-Bis(trifluoromethyl)phenyl]-5-bromo-2-hydroxybenzamide (Comopund No. 101). 

5 [0477] using 5-bromosaliaylic acid and 2.5-bis(trlfluoromethyl)aniline as the raw materials, the same operation as 
the example 1 6 gave the title compound. 

r^SMRSsO-de): 6 7.03(1H, d. J=B.7Hz), 7.65(1H, dd. J=8.7. 2.7Hz). 7.76(1H. d. J=8.4Hz). 8.03(1H. d. J=8.1Hz,. 
8.11(1H, d, J=2.7HZ), 8.74(1H, s). 11.02(1H, s), 12.34(1H, s). 
" Example 102: N-[2.5-Bis(trifluoromethyl)phenyl]-2-hydroxy-5-methylbenzamide (Comopund No. 102). 

[04781 using S-methylsalicylic acid and 2.5-bis(trifluoromethyl)anlline as the raw materials, the same operation as 
the example 1 6 gave the title compound. 
" T^Smf5?DC,3): 8 2.36(3H, m) 6.97(1H, d, J=8.4Hz). 7.23(1H. s). 7.32(1H. dd. J=8.4, 1.5Hz). 7.57(1H. d. J=8.4Hz). 
7.83(1H, d. J=8.4Hz), 8.46(1H, s), 8.69(1H, s). 11.19(1H, s). 

Example 103: 2-Acetoxy-N-[2.5-bis(trifluoromethyi)phenyl]-5-chlorobenzamide (Comopund No. 103). 

[0479] using N-[2,5 .bis(trmuoromethyl)phenyl]-5K.hloro-2-hydroxybenzamide and acetyl chloride as the raw mate- 

rials, the same operation as the example 96 gave the title compound. 

1^1r(CDC13): 6 2.35(3H. s). 7.17(1H. d. J=8.7Hz). 7.54(1H, dd. J=8.7. 2.4Hz). 7.55(1H. d. J=8.1Hz). 7.80(1H. d. 
25 J=8.1Hz), 7.95(1 H. d, J=2.4Hz). 8.60(1 H. s), 8.73(1 H, s). 

Example 104: 5-Chloro-2-hydroxy-N-[2-(trtfluoromethyOphenyllbenzamide (Comopund No. 104). 

[0480] using S-chlorosalicylic acid and 2-(trifluoromethyOaniline as the raw materials, the same operation as the 
30 example 1 6 gave the title compound. 

7.77(1H. t. J=8.1HZ). 7.99(1H. d. J=2.7Hz). 8.18(1H. d, J-8.1Hz). 10.76(1H, s). 12.22(1H. s). 
35 Example 105: 5-Chloro-N44-chloro-2-(trifluoromethyl)phenyl]-2-hydroxybenzamide (Comopund No. 105). 

[0481] using 5-chlorosalicylic acid and 4^hloro-2-(trifluoromethyl)aniline as the raw materials, the same operation 
as the example 1 6 gave the title compound, 
« S'IrPMSO-..,: S 7.07,1 H. d, J=e 7Hz,. 7.53„H, «. J.8.7, 2.7Hz,. 7.80.7.35,2H. 7.S7„H, d, >2.7Hz,. =.26 
(IH.d, J=8.4Hz). 10.80(1H. s). 12.26(1H. s). 

Example 106: 5-Bromo-2-hydroxy-N-t3-(trifluoromethyl)phenyl]benzamide (Comopund No. 106). 

45 [0482] using 5-bromosalicylic acid and 3-(trifluoromethyl)aniline as the raw materials, the same operation as the 
example 16 gave the title compound. 

^l^B°,?;isO-de, 5): 6.98(1H. d. J=8.7Hz). 7.9(1^^^^^^^^^ a.7Hz), 7.62(1H. t. .=8.1Hz), 

7.92-7.96(1H, m). 8.02(1 H. d. J=2.4Hz), 8.20(1H. s). 10.64(1H. s). 11.60(1H, s). 
'° Example 107: 5-Chloro-N-[2-fluoro-3-(trifluoromethyl)phenyl]-2-hydroxybenzamide (Comopund No. 107). 

[0483] using 5-chlorosalicylic acid and 2-fluoro-3-(trifluoromethyl)aniline as the raw materials, the same operation 
as the example 1 6 gave the title compound. 

Sl^R(Sso"y5 'ii7(1H, d. J=9.0HZ), 7.46(1H. t. J=7.8Hz). 7.52(1H. dd. J=9.0. 2.7Hz). 7.58(1H, t. 0=7.2Hz), 
7 96(1IH, d. J=2.7HZ), 8.49(1H. t, J=7.2Hz). 10.82(1H. s). 12.13(1H, brs). 
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Example 108: 5-Chloro-N^4.fluoro-3-(trifluoromethyl)phenyl].2-hydro^^^ (Comopund No. 108). 

[0484] Using 5-chlorosalicyIic acid and 4-fluoro.3.(trifluoromethyl)anlline as the raw materials, the same operation 
as the example 16 gave the title compound. 

JltJ^lS^'oailH, d. J=,.0HZ,, 7.48„H, <,d, ..8.7, a.7Hz,. 7.=6l,H. d. .=..9H.,. 7.«>(1H. d. ..a-7H„. 
7.99-8.03(1H, m), 8.21(1H, dd. J=6.6, 2.4Hz), 10.63(1H, s). 11.58(1H, s). 

Example 109: 5-Bromo-N- [4-chloro-3-(trifluoromethyl)phenyl]-2-hydroxybenzamide (Comopund No. 109). 

[0485] Using 5-bromosalicylic acid and 4^hloro-3-(trifluoromethyl)aniline as the raw materials, the same operation 
as the example 16 gave the title compound. 
i;:lR(DMSO-d,): 5 6.98(1H. d. J=8.7Hz). 7.59(1H. dd. i=S.7. 2.4Hz) 7.7^1 H. d. J=8.7Hz). 7.98(1H. d. J=2.4Hz). 
15 b.00(1H, dd. J=8.7. 2.4Hz). 8.31{1H. d. J=2.4Hz). 10.68(1H. s). 11.52(1H. brs). 

Example 110: 5-Chloro-N-[3-fluoro-5-(trifluoromethyl)phenyl]-2-hydroxybenzamide (Comopund No. 110). 

[04861 using 5-chlorosalicylic acid and 3-fluoro-5-(trifluoromethyl)aniline as the raw materials, the same operation 
20 . as the example 1 6 gave the title compound. 

T;:NMR(SsO-de): 5 7.04(1 H. d. J=8.7Hz), 7.42(1H. d. J=8.4Hz). 7.48(1H. dd. J=9.0. 3.0Hz). 7.85(1H. d. J=2.4Hz). 
7.94(1H. dd. J=11.4. 2.1Hz). 7.99(1H. s). 10.73(1H, s). 11 .46(1H. s). 

Example 111: 5-Bromo-N-[3-bromo-5-(trifluoromethyl)phenyll-2-hydroxybenzamide (Comopund No. 111). 

[0487] using 5-bromosalicylic acid and 3-bromo-5-(trifluoromethyl)aniline as the raw materials, the same operation 
as the example 16 gave the title compound. 

i|iNMR(DMSOKle): 6 6.99(1H. d. J=9.0Hz). 7.60(1H. dd. J=9.0. 2.4Hz). 7.72(1H. s). 7.97(1H. d. J=2.7Hz). 8.16(1H. 
s), 8.28(1H. s). 10.69(1H. s). 11.45(1H. s). 

Example 112: 5-Chloro-N-[2-fluoro-5-(trifluoromethyl)phenyl]-2-hydroxybenzamide (Comopund No. 112). 

[0488] using 5-chlorosalicylic acid and 2-fluoro-5-(trtfluo,omethy!)aniline as the raw materials, the same operation 
as the example 1 6 gave the title compound. 

^JSSDMSO-de): 57.07(1H, d. J=9.0Hz). 7.52(1H. dd. J=9.0, 2.7Hz). 7.58-7.61(2H. m). 7.95(1H. d. J=2.7Hz). 8.71 
(1H, d, J=7.5Hz), 1 0.90(1 H, s). 12.23(1 H. s). 

Example 113: 5-Chloro-N-[2-chloro-5-(trifluoromethyl)phenyl]-2-hydroxybenzamide (Comopund No. 113). 

[0489] using 5-chlorosalicyllc acid and 2K:hioro-5-(trifluoromethyl)anilme as the raw materials, the same operation 
as the example 1 6 gave the title compound. 
" SNMR(DMSO-d,): 6 7.09(1H. d. J=9.0Hz). 7.53(1H. dd. J=9.0. 3.0Hz) 7^55(1 H. dd. J=8.4. 2.7Hz). 7.83(1H. d. 
J=8 4HZ). 7.9B(1H d. J=3.0Hz). 8.88(1H. d. J=2.7Hz). 11.14(1H. s). 12.39(1H. s). 
Example 114: 5-Bromo-N-[2-chloro-5-(trifluoromethyl)phenyl]-2-hydroxybenzamide (Comopund No. 114). 

'° [0490] using S-bromosalicylic acid and 2-chloro-5-(trifluoromethyl)anlline as the raw materials, the same operation 
as the example 1 6 gave the title compound. 

T^SMRpMSO-de): 5 7.04(1 H. d. J=8.7Hz). 7.56(1 H. ddd. J=8.1 , 2.4, 1 ^Hz) 7 J4(1H dd, J=8.7, 2.7Hz). 7.83(1H, 
55 dd, J=8.1, 1.2Hz), 8.11(1H. d. J=2.7HZ), 8.87(1H. d. J=2.4Hz). 11.12(1H. s). 12.42(1H, s). 
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Example 115: 5-Chloro-2-hydroxy-N-[4-nitro-3-{trifluoromethyl)phenyl]benzamide (Comopund No. 115). 

[04911 using 5-chlo«,salicylic acid and 4-nitro-3-(trmuoromethyl)aniline as the raw materials, the same operation as 
the example 1 6 gave the title compound. 
' r^NMR(DMSO-de): 5 r.04(1H, d. J=9.0Hz), 7.49(1H. dd. J=9.0. 2.7Hz). 7.81(1H. d. J=2.7Hz), 8.23-8.24(2H, m). 8.43 
(1H, d, J=1.2Hz), 11.02(1 H.s). 11. 30(1 H, br). 

Example 116: 5-Chloro-2-hydroxy-N-[2-nitro-5-(trifluoromethyl)phenyllbenzamide (Comopund No. 116). 

[0492] Using 5-chlorosalicylic acid and 2-nitro-5-(trifluoromethyl)aniline as the raw materials, the same operation as 
the example 1 6 gave the title compound. 

T^SMRpMSO-de): 5 7.08(1H. d. J=9.0Hz). 7.53(1H. dd. J=8.7. 2.7Hz) ^.73(1H. dd. J=8.4. 1.8Hz). 7.95(1H. d, 
IB J=3 OHZ). 8.36(1h' d, J=S.7Hz). 9.01(1H. d. J=1.8Hz). 12.04(1H s). 12.20(1H. s). 

Example 117: 5-Bromo-2-hydroxyN-[4-nitro-3-(trifluoromethyl)phenyl]benzamide (Comopund No. 117). 

[04931 using 5-bromosalioylic acid and 4-nitro-3-(trifluoromethyl)aniline as the raw materials, the same operation as 
20 the example 1 6 gave the title compound. 

T:SMR(DMSO-de): 5 6.99(1H. d, J=8.7Hz). 7.60(1H. dd. J-8.7. 2.4Hz). 7.92(1H. d. J=2.7Hz). 8.18(2H. s). 8.42(1H. 

s). 10.93(1H.s). 11.36(1H,s). 
25 Example 118: 5-Chloro-2-hydroxy-N-[2-methyl-3-(trifluoromethyl)phenyllbenzamide (Comopund No. 118). 

[0494] using 5-chlorosalicylic acid and 2-methyl-3-(trifluoromethyl)aniline as the raw materials, the same operation 
as the example 16 gave the title compound. 

7.60(1H. d, J=7.2Hz). 7.99(1H, d. J=7.2Hz). 8.00(1H. d, J=2.4Hz), 10.43(1H. s), 12.08(1H, s). 

Example 119: 5-Chloro-2-hydroxy-N-[4-methyl-3-(trifluoromethyl)phenyilbenzamide (Comopund No. 119). 

» [04951 using 5-chlorosalicylic acid and 4-methyl-3-(trifluoromethyi)anlline as the raw materials, the same operation 
as the example 16 gave the title compound. 

T?.NMR(DMSO-d3): 6 7.01(1H. d, J=8.7Hz). 7.44(1H. d. J=8.4Hz), 7.47(1 H. dd, J=9.0. 2.7Hz). 7.84(1H. dd. J=8.4. 
2 1HZ). 7 92(1H, d J=2.7HZ), 8.13(1H, d. J=2.1Hz), 10.65(1H. s), 11.68(1H. br). 

Example 120: 5-Chloro-2-hydroxy-N-[2-methyl-5.(trifluoromethyl)phenyl]benzamide (Comopund No. 120). 

[0496] using S-chlorosalicylic acid and 2-methyl-5-(trif luoromethyl)aniline as the raw materials, the same operation 
as the example 16 gave the title compound. 
" rS:MR(DMSO.d,): 2.39(3H. s). 7.07(1H. d, .=8.7Hz). 7.44-7.54(3H. m), 7.99(1H. d. J=3.0Hz). 8.43(1H. s). 10.52 
(1H.S), 12.17(1 H.brs). 

Example 121 : 5-Chloro-2-hydroxy-N- [4-methoxy-3-(trifluoromethyl)phenyl]benzamide (Comopund No. 121). 
[0497] Using5-chlorosalicylicacidand4-methoxy-3-(trifluoromethyl)anilineastherawmaterials.thesameoperation 
as the example 1 6 gave the title compound. 

r^NMRpMSO-de): 5 7.02(1H. d, .=9.0Hz). 7.30(1H. d. ^=9 0Hz) 7,48(1 H, dd. J=9.0. 3.0Hz). 7.92(1H, dd. J=9.0. 
55 2 4HZ), 7.96(1H. d J=2.7Hz). 8.04(1H. d. J=2.4Hz). 10.47(1H, s). 11.78(1H. s). 
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Example 122: 5-Bromo-2-hydroxy-N-[3-metho)(y-5-(trifluoromethyl)phenyl]benzamide (Comopund No. 122). 
[0498] Using5-bromosalicylicacidand3-methoxy-5-(trifluoromethyl)anilineastherawmateri^ 
as the example 1 6 gave the title compound. 
' T^NMB(DMSO-d3): 5 3.85(3H. s). 6.98(1H. d. J=8.7Hz). 7.03(1H. s). 7.57-7.61(2H. m). 7.77(1H. s). B.00(1H. d. 
J=2.4Hz), 1 0.57(1 H, s), 11. 56(1 H, s). 

Example 123: 5-Bromo-2-hydroxy-N-(2-methoxy-5-(trifluoromethyl)phenyl]benzamlde (Comopund No. 123). 

[0499] Using5-bromosalicylicacldand2-methoxy-5-(trifluoromethyl)anlllneastherawmateriais.thesameoperati^^ 

as the example 1 6 gave the title compound. 

^^tMB(?MSO-d3):53.99(3H.s).7.03(1H.d.J=9.0H^^^^^^^^^^ 
13 2.4HZ), 8.10(1H. d, J=2.4Hz), 8.82{1H. d. J=2.1Hz). 11.03(1H. s). 12.19(1H. s). 

Example 124: 5-Chloro-hydroxy-N-[2-methoxy-5-(trifluoromethyl)phenyO-2benzamide (Comopund No. 124). 
[0500] Using5-chlomsallcyiicaddand2-methoxy-5-(trifluoromethyl)anillneastherawmaterlals.th 
20 as the example 1 6 gave the title compound. 

T^NMR(SsO-de):54.00(3H.s).7.08(1H.d.J=9.0Hz).7.30^^ 
8.83(1H, d, J=2.4Hz). 11.05(1H, s). 12.17(1H, s). 
.5 Example 125: 5-Chloro-2-hydroxy-N- [2 -methylsulfanyl-5-(tr.fluoromethyl)phenyl]benzamide (Comopund No. 125). 

[0501] using 5-chlorosalicylk= acid and 2-methyl-5-(trifluoromethyl)aniline as the raw materials, the same operation 
as the example 16 gave the title compound. 

(1H, d, J=8.1HZ). 8.00(1H. d, J=2.4Hz). 8.48(1H. d. J=1.5Hz). 10.79(1H, s). 12.26(1H, s). 

Example 126: 5-Bromo-2-hydroxy-N-[2-(1-pyrrolidinyl)-5-(trifluoromethyl)phenyl]benzamide (Comopund No. 126). 

35 [0502] using 5-bromosalicylic acid and 2-(1-pyrrolidinyl)-5.(trifiuoromethyl)anillne as the raw materials, the same 
operation as the example 16 gave the title compound^ Yield: ^^^^^^^ j=8 7Hz). 7.43(1 H, dd, 

« Exanple 127: 5«romc..2.hydr«,-m2-n.(»ptollno*(lr«luoi»n.»yl)pherw8b.nzamlde (CoHiopunfl No. 127). 

[0=031 using s*om».licyllc add and 2™ph.»no-5-(,ntluo™n.th,l)anlllr. as the ™, ™«rt.ls, «» s»e o^- 

s^'.;r£ra2%7:K™^^^^^^^^^ 

45 (1H. dd. J=8.4.2.7H2). 8.13(1 H. d. J=2.7H2). 8.90(1 H. s). 11.21(1H, s). 12.04(1 H, s). 

Example 128: 5-Chloro-2-hydroxy-N- [4-(trifluoromethyl)phenyi]benzamide (Comopund No. 128). 

[0504] using 5-chiorosaiicylic acid and 4-(trifluoromethyl)aniline as the raw materials, the same operation as the 
50 example 1 6 gave the title compound. 

rH.S«R,™^Tsr5'704,,H. d, J=S,OH.,, 7.4S„H, dd...S.7, 2.7H8, 7.74(2H. d. J...7HZ,. 790„H, d. ..2.7Hz,. 

7.95(2H, d, J=9.0H2), 10.65(1H, s). 11.59(1H, s). 
55 Example 129: 5-Bromo-N-[2-chloro-4-(trifluoromethyl)phenyl]-2-hydroxybenzamide (Comopund No. 129). 

[0505] using 5-bromosalicylic acid and 2-chloro-4-(trifluoromethyl)anillne as the raw materials, the same operation 
as the example 16 gave the title compound. 
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J=2.1HZ). 8.11(1H. d, J=2.4Hz). 8.73(1H. d. J=9.0Hz), 11.15(1H. s). 12.42(1H. s). 
5 Example 130: 2-Acetoxy-5-chloro-N-[2-chloro-5-(trifluoromethyl)phenyl]benzatnide (Comopund No. 130). 

[05061 Using5<:hloro-N-[2-chloro-5-(trifluoromethyl)phenyl]-2-hydroxybenz^^ 
terials. the same operation as the example 96 gave the title compound. 
,0 T;;1'r(CDC.3): 82.39(3H. s). 7.16(1H. d. J=8.7Hz). 7.370H. ddd. J=8.7. 2.4. 0.6Hz). 7.51-7.56(2H. m). 7 97(1H. d. 
J=3.0Hz), 8.85(1 H. s). 8.94(1 H, d. J=1.8Hz). 

Example 131: N-[2-Chloro-5-(trifluoromethyOphenyil-2-hydroxy-5-nitrobenzamide (Comopund No. 131). 

r5 [0507] using 5-nitrosalicyiic add and 2-chloro-5-(trifluoromethyl)aniline as the raw materials, the same operation as 

the example 1 6 gave the title compound. 

^^NMR(DMS0-d3): 6 6.S8(1H. d. J=9.3Hz). 7.5a(1H, dd, J=8.4. 2.1Hz). 7.81(1H. d. J-8.4Hz). 8.21(1H. dd. J=9.0. 
3.3Hz). 8.82(1 H. d, J=3.0Hz). 8.93(1 H, d. J=2.4Hz), 12.1 8(1 H. s). 

Example 132: N-[2-Chloro-5-(trifluoromethyl)phenyll-2-hydroxy-5-methylbenzamide (Comopund No. 132). 

[0508] using 5-methylsalicylic acid and 2-ohloro-5-(trifluoromethyl)aniline as the raw materials, the same operation 
as the example 16 gave the title compound. 
" ^:nJr(CDC,3): 5 2.36(3H, s). 6.95(1H. d. J=8.1Hz). 7.26-7.31(2H. m). 7.37(1H. dd. J=8.4. 1.8Hz). 7.56(1H. d. 
J=8.4Hz), 8.65(1H. brs), 8.80(1H, d, J=1.8Hz), 11.33(1H. brs). 

Example 133: N-[2-Chloro-5-(trifluoromethyl)phenyl]-2-hydroxy-5-methoxybenzamlde (Comopund No. 133). 
[0509] Using5-methoxysalicylicacidand2-chloro-5-(trifluoromethyl)anilineastherawmaterials.^^ 
as the example 16 gave the title compound. 

TiNMR(DMSO-d3): 5 3.77(3H. s). 6.91(1H. d. J=9.0Hz). 7.07(1H. dd. .=8.7. 3.0Hz). 7.20(1H. t. J=1.8Hz). 7.52-7.54 
35 {3H, m). 10.33(1 H,s),1 1.44(1 H.s). 

Example 134: N-[4-Chloro-3-(trifluoromethyl)phenyl]-2-hydroxy-5-methylbenzamide (Comopund No. 134). 

[0510] using 5-methylsalicyiic acid and 4-chloro-3-(trifluoromethy.)aniline as the raw materials, the same operation 
40 as the example 1 6 gave the title compound. 

TSSMR(DMSO-de): 5 2.29(3H. s). 6.9 (1H, d, 0=8.3Hz), 7.27(1H. ddd, J=8.3. 2.2, 0.6Hz) 7.71(1 H. d. J=2.2Hz). 7.72 
dH 5HZ). I 02(1H. dd. J=8.5. 2.5Hz). 8.33(1H, d. J=2.5Hz). 10.64(1H. s). 11.25(1H. s). 

45 Example 135: 2-Hydroxy5-methyl-N-[4-methyl-3-(trifluoromethyl)phenyllbenzamide (Comopund No. 135). 

[0511] using S-methylsaitaylic acid and 4-methyl-3-(trifluoromethyl)aniline as the raw materials, the same operation 
as the example 16 gave the title compound. 

Example 136: 2-Hydroxy-5-methyl-N-[2-methyl-5-(trifluoromethyl)phenyl]benzamide (Comopund No. 136). 

55 [0512] using 5-methylsalicylic acid and 2-methyl-5-(trrtluoromethyl)aniline as the raw materials, the same operation 
as the example 16 gave the title compound. 

rrJRSsO.S"*.S,3H, s, .3a,3H. s). ..94„H. d. >.4H«. 7.27„H. ^. .-8.4. 3,4. O.SHz). 7,44„H. d.. 
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J=8.1. 1.5HZ). 7.52(1H. d. J=7.8Hz). 7.84(1H. d. J=2.4Hz). 8.46(1H. d. J=1.5Hz). 10.55(1H. s). 11.72(1H. s). 
Example 137: 2-Hydroxy-N-[4-methoxy-3-(trifluoromethyl)phenyll-5-methylbenzamide (Comopund No. 137). 
s [05131 Using5.methy.sa,icylicacidand4-methoxy-3-(trifluoromethyl)anilineastherawmateri 

as the example 1 6 gave the title compound. 

Yield: 65.1%, slight yellow solid. ^ , „ ^u,. 7 0RriH dd J-8 1 1 8Hz). 7.30(1 H, d,J=8.4Hz), 

'° Example 138: 2-Hydraxy-N-[2-methoxy-5-(trifluoromethyl)phenyn-5-methylbe^^ (Comopund No. 138). 

[0514] Uslng5-methylsa.icylicaddand2-methoxy-5-(trifluoromethyl)anillneastherawmaterial^ 

as the example 16 gave the title compound. 
" r^LR(CDC,3): 5 2.35(3H, s), 4.02(3H, s), S.93(1H. d. .=9.0Hz) 6.98(1 H. d. J=8.4Hz). 7.25-7.28(2H. m). 7.3S(1H. 

ddd J=8 4. 2.1' 0.9HZ). 8.65(1H, brs). 8.73(1H. d. J=2.1Hz). 11.69(1H, s). 

Example 139: 5-Bromo-2-hydroxy-N-phenylbenzamide (Comopund No. 139). 

[051 5] using 5-bromosallcylic acid and aniline as the raw materials, the same operation as the example 1 6 gave the 
title compound. 
Yield: 68.8%. 

» ^.f„^™£>.<^,:6e.«,1H,...«.0Hz,.,2.r.,S,,H.n,,,7.3S.7.4naH..,.7.5»,,H.« 
(2H. m), 8.08(1 H. d. J=2.7Hz). 1 0.43(1 H. s). 11. 87(1 H, s). 

Example 140: 5-Bromo-N-(3-chlorophenyl)-2-hydroxybenzamide (Comopund No- 140). 
30 [05161 using 5-bromosaliaylic acid and 3.:hloroaniline as the raw materials, the same operation as the example 1 6 

gave the title compound. 
Yield: 63.1%. 

S'-NM^D^Jo-de): 56.97(1H. d, J=8.7Hz), 7.19-7.22(1H. m). 7.38-7.43(1H. m). 7.57-7.63(2H. m), 7.91 -7.92(1 H. m). 
35 8.01(1H. d, J=2.7Hz), 10.49(1H. s). 11.64(1H. s). 

Example 141: 5-Bromo-N-(4-chlorophenyl)-2-hydroxybenzamide (Comopund No. 141). 

[05171 This compound is a commercially available compound. 
40 Supplier: Tokyo Kasei. 

Catalog code number: B0897. 

Example 142: 5-Chloro-N-(2,5-dichlorophenyl)-2-hydroxybenzamide (Comopund No. 142). 

45 [05181 using 5-chlorosalicylic acid and 2.5-dichloroaniline as the raw materials, the same operation as the example 
16 gave the title compound. 

r^rMR(?MSO-de):57.08(1H,d,J=9.0Hz)7.24-7.28(1H.^^ 
d. J=2.7Hz), 8.58(1 H, d, J=2.4Hz), 11. 02(1 H, S), 12.35(1 H, brs). 

Example 143: 5-Bromo-N-(3,4-dichlorophenyl)-2-hydroxybenzamide (Comopund No. 143). 

[0519] using 5-bromosalicylic acid and 3.4-dichloroaniline as the raw materials, the same operation as the example 

16 gave the title compound. 
55 Yield: 58.2%. 

Z^^io-»:^^.>7,^». d...e.7HZ,. 7.57-7.70,3H, 7.9»„H. d. ..a.7Hfl. » ,0<,H. d, J.a.4Hz,. ,0.54,1H, 
s), 11.55(1H,S). 



117 



EP 1 352 650 A1 

Example 144: 5-Bromo-N-(3.5-difluorophenyl)-2-hydroxybenzamide (Comopund No. 144). 

[0520] Using 5-bromosalicylic acid and 3.5-drtluoroaniline as the raw materials, the same operation as the example 

1 6 gave the title compound. 
5 Yield: 36.3%. 

ZmnmSO^e): 5 6.96-7.04(2H, m). 7.45-7.54(2H. m). 7.58(1H. dd. J=8.7. 2.7Hz). 7.94(1H. d. J=2.7Hz). 10.60 
(IH.s). 11.48(1H,s). 

10 Example 1 45: 2-Acetoxy-N-(3.5-dichlorophenyl)benzamide (Comopund No. 1 72). 

[0521] using o-acetylsalicyloyi chloride and 3.5-dlchloroanilihe as the raw materials, the same operation as the ex- 
ample 2(1) gave the title compound. 
Yield: 73.5%. 

" SnScDC^: 6 2.35(3H. s). 7.14-7.18(2H. m). 7.35-7.40(1H. m). 7.52-7.57(3H. m). 7.81(1H. dd. J=7.8. 1.8Hz). 
8.05(1 H, brs). 

Example 146: N-(3,5-Dichlorophenyl)-2-hydroxybenzamide (Comopund No. 145). 
^ [0522] using 2-acetoxy-N-(3.5-dichlorophenyl)benzamide as the raw material, the same operation as the example 
2(2) gave tine title compound. 
Yield: 60.3%. 

.5 Zm^^So^^: 5 6.95-7.02(2H. m). 7.35-7.36(1 H. m). 7.42-7.47(1H. m). 7.83-7.87(3H. m). 10.54(1H. s). 11.35 
(1H. s). 

Example 147: N-(3.5-Dichlorophenyl)-5-fluoro-2-hydroxybenzamlde (Comopund No. 146). 

30 [0523] using 5-f luorosalicylic acid and 3.5-dichioroaniline as the raw materials, the same operation as the example 

16 gave the title compound. 
Yield: 33.3%. 

^NMI^DMlo-de): 6 7.00-7.05(1H. m), 7.28-7.37(2H. m). 7.63(1H. dd. J=9.3. 3.3Hz). 7.84(2H. d. J=2.1Hz). 10.56 
35 (IH.S), 11 .23(1 H.s). 

Example 148: 5-Chloro-N-(3,5-dichlorophenyl)-2-hydroxybenzamide (Comopund No. 147). 

[0524] Using 5-chlorosalicyIic acid and 3.5-dichloroaniiine as the raw materials, the same operation as the example 
40 1 6 gave the title compound. 

JitMR(DMSO-de): 5 7.03(1H. d. J=9.0Hz). 7.36-7.37(1 H. m). 7.48(1H. dd. J=8.7. 2.7Hz). 7.83-7.84(3H. m). 10.56 
(1H. s). 11. 44(1 H.s). 

45 Example 149: 5-Bromo-N-(3,5-dichlorophenyl)-2-hydroxybenzamide (Comopund No. 148). 

[0525] Using 5-bromosalicylic add and 3.5-dichloroaniline as the raw materials, the same operation as the example 

1 6 gave the title compound. 
Yield: 61 .6%. 

" ^H'-NMRDM^O-de): 56.98(1H. d. J=8.7Hz). 7.36-7.37(1H, m). 7.59(1H. dd. J=9.0. 2.4Hz). 7.83(2H. d. J=1.8Hz). 7.95 
(1H, d, J=2.4Hz), 10.56(1H, s). 11.46(1H. s). 

Example 150: N-(3,5-Dichlorophenyi)-2-hydroxy-5-iodobenzamide (Comopund No. 149). 

[0526] using 5-iodosalicyiic acid and 3,5-dichioroaniline as the raw materials, the same operation as the example 
16 gave the title compound. 
Yield: 65.4%. 
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:H'rMToMSO-de): 5 6.84(1H. d. J=9.0Hz 7.35-7.37(1H, m). 7.72(1H. dd. J=9.0. 2.1Hz) 7.83(2H. d. J=1.8Hz). 8.09 
(1H, d, J=2.1Hz), 10.55(1H, s), 11.45(1H. s). 
5 Example 151: 3,5-Dibromo-N-(3,5-dichlorophenyl)-2-hydroxybenzamide (Comopund No. 150). 

[0527] using 3.5-dibromosalicylic acid and 3.5-dichloroaniline as the raw materials, the same operation as the ex- 
ample 1 6 gave the title compound. 

Yield: 44.2%. 

" ZmimS0^S>■.^7A2-7.^i^H. m). 7.80(2H. d. J=1.8Hz). 8.03(1H. d. J=2.1Hz). 8.17(1H. d. J=2.1Hz). 10.82(1H. 
s). 

Example 152: 4-Chloro-N-(3,5-dichlorophenyl)-2-hydroxybenzamide (Comopund No. 151). 

" [0528] using 4-chlorosalicylic acid and 3.5-dlchloroanillne as the raw materials, the same operation as the example 
16 gave the title compound. 
Yield: 57.2%. 

.0 "H'^M't^oSsO-de): 87.03-7.06{2H. m). 7.34-7.36(1H. m). 7.82-7.85(3H. m). 10.51(1H.s). 11.70(1H. brs). 
Example 153: N-(3,5-Dichlorophenyl)-2-hydroxy-5-nitrobenzamide (Comopund No. 152). 

[0529] using 5-nttrosalioyllc acid and 3.5-dichloroaniline as the raw materials, the same operation as the example 
25 1 6 gave the title compound. 
Yield: 83.1%. 

7jrMl^rMSO-d3):57.16(1H.d.J=9.6Hz).7.37-7.39(1H.m).7.84(1H.d.J=2.1Hz).8.29(1H 
(1H. d. J=3.0Hz). 1 0.83(1 H, s). 

Example 154: N-(3,5-DlchlorophenyO-2-hydroxy-5-methylbenzamide (Comopund No. 153). 

[0530] using 5-methylsalicylic acid and 3.5-dichloroanlline as the raw materials, the same operation as the example 
16 gave the title compound. 
35 Yield: 71.0%. 

Zmn^^SO..^: 5 2.28(3H. s). 6.90(1H. d. J=8.4Hz). 7.28(1H. dd. J=8.7. 1.8Hz). 7.34-7.36(1 H. m). 7.67{1H. d. 
J=1.5Hz), 7.85(2H. d, J=1.8Hz), 1 0.52(1 H. s). 11. 15(1 H. s). 
40 Example 155: N-(3.5-DichlorophenyO-2-hydroxy-5-methoxybenzamide (Comopund No. 154). 

[0531] using5-methoxysalicyllcacidand3.5-dichloroanillneastherawmateriate.thesameoperationastheexample 

1 6 gave the title compound. 
Yield: 29.8%. 

" ?J.NMmDMSO-d3): 6 3.76(3H. s). 6.95(1H. d. J=8.7Hz). 7.08(1H. dd. J=9.0. 3.0Hz). 7.35-7.36(1 H. m). 7.40(1H. d. 
J=3.0Hz). 7.85(2H. d. J=1.5Hz). 10.55(1H. s), 10.95(1H, s). 

Example 156: 5-Bromo-2-hydroxy-N-(3,4,5-trichlorophenyl)benzamide (Comopund No. 155). 
'° [0532] Using5-bromosalicylicaddand3.4.5-trichloroanilineastherawmateriafe,thesameoperationastheexample 

16 gave the title compound. 

Yield: 78.6%. 

35 ^H^-NM^DMSO-de): 56.98(1H, d. J=9.0Hz), 7.58(1H. dd. J=8.4. 2.4Hz). 7.95(1H. d. J=2.4Hz), 8.03(1H. s), 10.5B(1H, 
s), 11.49(1H, s). 
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Example 157: 5-Bromo-2-hydroxy-N-(3.5-dichloro-4-hydroxyphenyl)benzamide (Comopund No. 156). 

[05331 using 5-bromosalicylic acid and 3,5-dichIoro-4-hydroxyaniline as the raw materials, the same operation as 

s), 10.36(1H, s), 11.67(1H, brs). 

Example 158: 5-Chloro-2-hydroxy-N-{2.3.4,5.6-pentafluorophenyl)benzamide (Comopund No. 157). 

« [0534] using 5-chlorosalicylic acid and 2.3.4.5.6-pentafluoroar,iline as the raw materials, the same operation as the 

example 16 gave the title compound. 

T;?^MR(DMSO-de): 5 7.07(1H. d. J=8.7Hz). 7.53(1H. dd. J-8.7. 2.7Hz). 7.91(1H. d. J=2.7Hz). 10.38(1H. brs). 11.74 
(1H. brs). 

Example 159: 5-Bromo-N-(3,5-dinitrophenyl)-2-hydroxybenzamlde (Comopund No. 1 58). 

[05351 Using 5-bromosalicylic acid and 3.5-dinitroanillne as the raw materials, the same operation as the example 
1 6 gave the title compound. 
20 Yield: 32.2%. 

Z^uSmio^^y. S e.98-7.02(1H. m). 7.59-7.63(1 H. m). 7.96-7.97(1H. m). 8.56-8.58(1H. m). 9.03-9.05(2H. m). 
11.04(1H.s), 11.39(1H, brs). 
2B Example160:N-{2.5-Bis[(1.1-dimethyl)ethyl]phenyll-5-chloro-2-hydroxybenzamlde(ComopundNo.159). 

[0536] Using 5-chlorosalicylic acid and 2.5-bis[(1 ,1 -dimethyl)ethyl]aniline as the raw materials, the same operation 
as the example 1 6 gave the title compound. 

.0 r^SMR(DMSO-d.): 5 1 .27(9H. s). 1 .330H. s), 7.04(1 H d^ ^^^^^ ''''^'^ ' 

7.49(1H. dd, J=8.7. 2.7Hz), 8.07(1H. d. J=2.4Hz). 10.22(1H. s). 12.38(1H, brs). 

Example 1 61 : 5-Chloro-N-[5-(1 .l-dimethyl)ethyl-2-methoxyphenyl]-2-hydroxybenzamlde (Comopund No, 1 60). 

35 [05371 using S^hlorosalicylic acid and 5-[(1 .1 -dimethyl)ethyll-2-methoxyanlline as the raw materials, the same op- 
eration as the example 16 gave the title compound. 

r^:3.;^(DMSO-de):51.2B(9H,s).3.33(3H,s),7.01(1H^c^^^^^ 

7.47(1H. dd. J=9.0. 3.0Hz), 7.99(1H, d, J=3.0Hz). 8.49(1H, d, J=2.4Hz), 10.78(1H, s). 12.03(1H. S). 
Example 1 62: 5-Bromo-N-(3.5-dimethylphenyl)-2-hydroxybenzamide (Comopund No. 1 61 ). 

[0538] using 5-bromosalicylic acid and 3.5-dimethylaniline as the raw materials, the same operation as the example 
16 gave the title compound. 
45 Yield: 58.1%. 

ZZ^ZsO^^: 5 2^8(6H. s). 6.80(1H. s). 6.96(1H. d. J=8.7Hz). 7.33(2H. s). 7.58(1H. dd. J=9.0. 2.4Hz). 8.10 
(1H. d, J=2.4Hz), 10.29(1 H. s). 11 .93(1 H, brs). 
50 Example 163: N-{3.5-Bis[(1.1-dimethyl)ethyl]phenyl}-5-chloro-2-hydroxybenzamide (Comopund No. 162). 

[0539] using 5-chlorosallcylto acid and 3.5-bis[(1 .1-dimethyl)ethyl]aniline as the raw materials, the same operation 
as the example 16 gave the title compound. 
55 T^MMR(CDC,3): 6 1.26(18H. s), 6.99(1H, d. J=8.7Hz), 7.29(1H, t. J=1.8Hz). 7.39(1H, dd, J=9.0. 2.4Hz), 7.41(2H, d, 
J=1.5Hz), 7.51 (1H, d. J=2.1HZ). 7.81 (1H, brs), 12.01 (1H, s). 
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Example 164: N-(3,5-Bis[(1.1-dimethyl)ethyl]phenyl}-5-bromo-2-hydroxybenzamide (Comopund No. 163). 

[0540] using 5-bromosalicylic acid and 3.5-bis[(1 .1 -dimethyl)ethyllaniline as the raw materials, the same operation 
as the example 16 gave the title compound. 
' TmnmSO-.., 6): 1.30(18H, s). 6.95(1H, d, J=8.7Hz). 7.20(1H. t. J=1.5Hz). 7.56(2H. d. J=1.5Hz). 7.58(1H. dd. 
J=8.7, 2.4Hz), 8.12(1H.d, J=2.7H2). 10.39(1 H.s), 11.98(1H, s). 

Example 165: 5-Chloro-2-hydroxy-(3.5.5.8.8-pentamethyl-5.6.7.8-tetrahydronaphthalen-2-yl)benzamide (Comopund 

10 No. 164). 

[0541] using S^hlorosalicylic acid and 2-amino-3,5.5.8,8-pentamethyl-5.6.7.8-tetrahydronaphthalene as the raw 
materials, the same operation as the example 1 6 gave the title compound. 

« r^l^pMSO-de): a 1.23(6H. s). 1.24(6H. s). ]f^£;^f^^:tT '"'"^^ 
dd. J=8.7. 2.7Hz). 7.67(1H, s). 8.04(1H, d. J=2.7Hz). 10.23(1 H, s). 12.26(1H. s). 

Example 166: N-(Blphenyl-3-yl)-5-chloro-2-hydroxybenzamide (Comopund No. 165). 

20 [0542] using S-chlorosalicylic acid and 3-aminobiphenyl as the raw materials, the same operation as the example 

16 gave the title compound. 

rSLR(SsO-d3):57.04(1H.d.J=8.7Hz),7.35-7.44(1H.m).7.^^^^^^^^^^^^ 
2.1Hz). 7.99(1H. d. J=3.0Hz), 8.03(1H, m). 10.50(1H, s), 11.83(1H, brs). 
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Example 167: 5-Chloro-2-hydroxy-N-(4-methoxybiphenyl-3.yl)benzamide (Comopund No. 166). 

[0543] using S-chlorosalicylic acid and 3.amino-4-methoxyblphenyl as the raw materials, the same operation as the 
example 16 gave the title compound. 

" ^^L^RpMSO-de): 5 3.9S(3H. s). 7.08(1H, d. .=8.7Hz), 7.20(1^ d J=8.Hz, 

m), 7.62(1H, d, J=8.7H2), 8.00(1H. d, J=3.0Hz). 8.77(1H. d, J=2.1Hz), 10.92(1H, s). 12.09(1H, s). 

Example 168: 5-Bromo-N-(2,5-dimethoxyphenyl)-2-hydroxybenzamide (Comopund No. 167). 

[0544] Using5-bromosalicylicacidand2,5-dimethoxyanilineastherawmaterials,thesameoperationastheexample 
1 6 gave the title compound. 

SNMRCDMSO-d,): 5 3.72(3H, s), 3.84(3H, s), 6.66(1H, ddd, J=9.0. 3^ 0.6Hz). 6^99-7.03(2H. m), 7.58(1H. ddd, 
40 J=9A 2.7 0 6HZ), 8.10(1H, dd. J=2.4, 0.6Hz), 8.12(1H. d. J=3.0Hz). 10.87(1H, s), 12.08(1H. s). 

Example 169: 5-Bromo-N-(3,5-dimethoxyphenyl)-2-hydroxybenzamlde (Comopund No. 168). 

[0545] using5-bromosalicylicacidand3.5-dimethoxyanilineastherawmaterials.thesameoperationastheexample 

45 1 6 gave the title compound. 
Yield: 40.3%. 

Z^^JnmSO^^-- 5 3.75(6H, s), 6.30-6.32(1H, m), 6.94-6.97(3H. m), 7.57(1H. dd. J=8.7. 2.4Hz), 8.04(1H, d. 
J=2.4HZ), 10.32(1H, s), 11.78(1H. s). 

Example 1 70: 5-Chloro-N-(3-acetylphenyl)-2-hydroxybenzamide (Comopund No. 1 69). 

[0546] using 5-chlorosallcylic acid and 3-acetylaniline as the raw materials, the same operation as the example 16 

gave the title compound. 

" S:5MR(DMSO-d3): 6 2.60(3H. s), 7.03(1H. d. J=9.0Hz). 7.49(1H, ^^^^^^^ ^"^^(^H, t. .=8.1Hz). 7.76(1H. 
dq. J=7 8. 0.9HZ), 7.96-8.00(2H, m). 8.30(1H. t. J=1.8Hz). 10.56(1H. s), 11.75(1H. s). 
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Example 171: 5^[(5-Bromo-2-hydroxy)benzoyllamino)isophthalic acid dimethyl ester (Comopund No. 170). 

[0547] using 5-bromosalicylic acid and 5-aminoisophthalic acid dimethyl ester as the raw materials, the same oper- 
ation as the example 16 gave the title compound. 
Yield: 74.1%. 

Z^HO^O-.^: e 3.9a,aH, .,, S.S7„H, d, ^9.0HZ,, 7.S0,, H, dd. d.9.0, ..4Hz,. e.06(,H. d, .^.4Hz,. 

(1H, m). 8.62(2H, m), 10.71(1H, s). 11.57(1H, s). 

Example 172: N-{4-[3-(2,3-Dichlorophenyl)thioureido]phenyl}-2-hydroxybenzami^^ (Comopund No. 171). 

[0548] This compound Is a commercially available compound. 

Seller: Maybridge. 

Catalog code number: RDR 01434 

Example 173: N-(2,5-Bis[(1.1-dlmethyl)ethyllphenyl}-2-hydroxy-5-methylbenzamide (Comopund No. 173). 

[05491 using 5-methylsa.icylic acid and 2,5-bis[(1 .1-dimethyl)ethy.]aniline as the raw materials, the same operation 
as the example 16 gave the title compound. 

Yield: 61.1%. ^ « ^o/clj x ftooMW ri l-aiHz^ 7 24(1H, d, J=2.1Hz), 7.27(1H, d, 

Example174:2-Acetoxy-N-{3.5-bis[(1.1-dimethyl)ethyl]phenyl}-5-chlorobenzamid6(ComopundNo.174). 

[0550] using N-(3,5-bis[(1.1-dimethyl)ethy.jphenyi)-5-chloro-2-hydroxybenzamide and acetyl chloride as the raw 
materials, the same operation as the example 96 gave the title compound. 

T^SMR%DC,):51.34(18H.s).2.3S(3H.s).7.ia(1H.^^ 
(1H, dd, J=8.7, 2.7Hz). 7.87(1 H. d. J=2.4Hz). 7.98(1 H. s). 

Example175:N-{3.5-Bis[(1.1-dimethyl)ethyl]phenyl}-2-hydroxy-5-nitmbenzamide (Comopund N0.175). 

[0551] using 5-nitrosalicylic acid and 3.5-bis[(1 ,1 .dimethyi)ethyl]ani.ine as the raw materials, the same operation as 
the example 1 6 gave the title compound. 

J^.1r,CDC«: 6 . 37„8H, 7.,3,.H, d. ..^^H.,, 7^(1H. ,, d- .»Hz,, 7.46,.H, d, d.,.8H„. ».07„H. .,, B.33 
(1H. dd. J=9.3. 2.1Hz). 8.59(1 H, d. J=2.4Hz). 1 3.14(1 H, s). 

Example176:N-(3,5-Bis[(1.1-dimethyl)ethyI]phenyl}-2-hydroxy-5-methyibenzamide (Comopund N0.176). 

[0552] using 5-methylsalicyiic acid and 3.5-blst(1 .1 -dimethyl)ethyl]aniline as the raw materials, the same operation 
as the example 1 6 gave the title compound. 

r^lR(Sci3):81.35(18H.s).2.35(3H.s).6.94(1H.d.J=^^^^^^ 
7.88(1H,s). 11.86(1H,s). 

Example 177: N-{3.5-Bis[(1.1-dimethyi)ethyl]phenyll-2-hydroxy-5-methoxybenzamide (Comopund NO. 177). 

[0553, Using5-methoxysancylicacidand3.5-bis[(1.1-dimethyl)ethyl]anilineastherawmateria.s.thesameoperation 

as the example 16 gave the title compound. 

r:.lB,™SO.d,,: 5 3,ae,3H, 7.0„1H. d, ....OHfl. 7.n<,H, dd, d-S.O, 3.0Hz,. 7.5.-7.5e,2H, n,,, 7.S3(,H, d. 
J=8.1 Hz), 8.95(1 H,d, J=1.5Hz), 11.29(1H,s), 11.63(1H.s). 

Example 178: 2-Acetoxy-5.chloro-N-[5-(1 ,i.dimethyl)ethyl-2-methoxyphenyl]benzamide (Comopund No. 178). 
[0554] using 5-chioro-N-[5-(1.1-dimethyl)ethyl-2-methoxyphenyl]ethyl-2-hydroxybenzamide and acetyl chloride as 
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the raw materials, the same operation as the example 96 gave the title compound. 

J=9.0Hz). 7.47(1H. dd. J=9.0. 2.4Hz). 8.02{1H. d. J=2.7Hz). 8.66(1H. d. J=2.4Hz). 8.93(1H. s). 

Example 179: N-[5(1.1-Dimethyl)ethyl-2-methoxyphenyl]-2-hydroxy-5-methylbenzamide (Comopund No. 178). 

[0555] using 5-methylsalicylic acid and 5.( 1 .1 .dimethyl)ethyl-2-methoxyaniline as the raw materials, the same op- 
eration as the example 16 gave the title compound. 

Example 180: 5-Bromo-2-hydroxy-N-(thiazol-2-yl)benzamide (Comopund No. 180). 

[0556] Using 5-bromosaIicylic acid and 2-aminothiazole as the raw materials, the same operation as the example 



16 gave the title compound. 
Yield: 12.0%. 



^^NMRpMSOKle): 5 6.94(1H. brd, J=8.0Hz). 7.25(1H. brd. J=3.2Hz). 7.56(2H. m). 8.05(1H. d. J=2.8Hz). 
Example181:5-Bromo-N-{4-l(1.1-dimethyl)ethyl]thiazol-2-yl}-2-hydroxybenzamide (Comopund No^ 

(1) 2-Amino-4-[(1 ,1 -dimethyl)ethyl]thiazole. 

^ . ,^ hr^mn <^ T Him6thvl-2-butanone(5.03g. 28.1mmol). thiourea(2.35g. 30.9mmol) and ethanol 

powder. 

1H-NMR(CDCI3): 5 1 .26(9H, s), 4.96(2H. brs). 6.09(1H. s). 

(2) 2-Acetoxy-5-bromo-N-{4-[(1 .1 -dimethyl)ethyl] thiazol-2-yl)benzamide. 

[0558] using 2-acetoxy-5-bromobenzoic acid and 2-amino-4-[(1 .1 -dimethyl)-ethyl]thiazole as the raw materials, the 
same operation as the example 24 gave the title compound. 

T^'1r(CDC,3): 5 1.31(9H. s). 2.44(3H. s). 6.60(1H. s). 7.13(1H, d. J=8.4H.z). 7.68(1H. dd. J=8.7. 2.4Hz). 8.17(1H. 
40 d. J=2.4Hz). 9.72(1 H, brs). 

(3) 5-Bromo-N-{4-[(1 .1 -dimethyl)ethyl]thiazol-2-yl}-2-hydroxybenzamide. 

» NMR(DMSO.a.): 5 ..30,9H, 6.»0(,H, b*. 6 95(,H, 7.57(,H, b.), 8.06(,H, C, ,^^). .1.B2(1H, b,.), 

13.27(1 H, brs). 

Example 182: 5-Bn.mo-N-{5-bromo-4.[(1.1-dimethyl)ethyl]thiazol-2.yl}-2-hydroxybenzamide (Comopund No. 181). 
55 (1 ) 2-Acetoxy-5-bromo-N-(5-bromo-4-{(1 .1 -dimethyl)ethynthiazol-2-yl}benzamide. 
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ture for 1 hour The reaction mixture was concentrated under reduced pressure, and the obtained residue was purified 
t^ZlT^rS^V oTSca ge,(n-hexane:ethy, acetate=3:1) to give the tKle compound as a crude product. 

(2)5-Brotno-N-{5-bromo-4-[{1,1-dimethyl)ethyllthiazol-2-yl)-2-hydroxybenzamide. 

[0561] Using2-acetoxy-5-bromo-N-(5-brorno-4-t(1.1-dimethyOethyl]thiazol-2-yl}benzarnideastherawmaterial^ 
same operation as the example 2(2) gave the title compound. 
Yield: 90.9%(2steps). 

ZuS^O^.): 5 1.42(9H. s). 6.99(1H. d. J=8.7Hz). 7.61(1H. dd. J=8.7. 2.7Hz). 8.02(1H. d. J=2.4Hz). 11.79(1H. 
bre), 1 2.00(1 H. brs). 

Example 183: 5-Bromo-N-[5-bromo-4-(trifluoromethyl)thiazol-2-yl]-2-hydroxybenzamide (Comopund No. 182). 

rocycl. Chem., 1991, 28, 1017.) 
Yield: 22.4%. 

Zm^DuVo:^,): 5 7.00(1H. d. J=8.8Hz). 7.61(1H. dd. J=8.8. 2.8Hz). 7.97(1H. d. J=2.4Hz). 
Example 1 84: 5-Chloro-N-(5-cyano-4-[(1 .1 -dimethyl)ethyl]thiazol-2-yl]-2-hydroxybenzamlde. 

(1) a-Bromo-pivaloylacetonitrile. 

IH-NMRCCDCI3); 5 1.33(9H, s), 5.10(1 H, s). 

(2) 2-Amino-5-cyano-{4-[(1 ,1 -dimethyl) ethyI]thiazole 

[05641 usinga-bromo-pivaloylacetonitrileandthioureaastherawmateria^^ 
(1 ) gave the title compound. 
Yield: 66.3%. 

1H-NIV1R(CDCI3): 6 1.41(9H, s), 5.32(2H. s). 

(3) 5-Chloro-N-(5-cyano-4-[(1,1-dimethyl)ethyl]thlazol-2-yl}-2-hydroxybenzamide. 

10565] using 5-chlorosalicylic acid and 2-amino-5-cyano-{4-[(1 .1-dimethyl)ethyl]thiazole as the raw materials, the 
same operation as the example 16 gave the title compound. 

T^lR(DMSO-de): 6 1 .43(9H. s). 7.06(1 H. d. J=8.7HZ). 7^ 
br). 

Example 185: 5-Bromo-N-(5-cyano^-[(1.1-dlmethyl)ethyl]thiazol-2-yl}-2-hydmxybenzamide (Comopund No. 184). 

[0566] using 5-bromosalicylic add and 2-amino-5-cyano-{4-[(1 .1-dimethyl)ethyl]-thiazole as the raw materials, the 
same operation as the example 16 gave the title compound. 

T^NMR(DMSO-de): 5 1 .43(9H, s), 7.00(1H. d. J=8.7Hz). 7.62(1H. dd, J=8.7, 2.7Hz), 7.97(1H. d. J=2.7Hz). 11.75(1H. 
br), 1 2.43(1 H, br). 

Example 186: 5-Bromo-2-hydroxy-N-(5-methylthiazol-2-yl)benzamide (Comopund No. 185). 

[05671 using 5-bromosalicyiic acid and 2-amlno-5-methylthiazole as the raw materials, the same operation as the 
example 16 gave the title compound. 
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r^NjRpMSO-de): 52.33(3H. s). S.91(1H, d. J=7.6Hz). 7.2e(1H. s). 7.54(1H, d. J=9.6Hz). B.03(1H. d. J=2.8Hz,. 

Example 187: 5-Bromo-N-(4.5-dimethylthiazoI-2-yl)-2-hydroxybenzamide (Comopund No.187). 

' [0568] using 5-bromosalicylic acid and 2-amino-4.5-dimethylthiazole as the raw materials, the same operation as 
the example 1 6 gave the title compound. 

Jr,»SO-..„ 6 2..a(3H. s,, 2.22,3H, a.S9„H, d. .^.SHa, 7.e,0H, J-S-SHz,. 8.02„H. d. J.2.8HZ,. 
10 13.23(1 H.brs). 

Example 188: 5-Bromo-N-(5-methyl-4.phenylthiazol-2-yl)-2-hydroxybenzamide (Comopund No. 188). 
1456.) 

Yield: 27.7%. 

"H'NMR^i?OD):52.47(^^ 
20 7.57-7.61(2H.m),8.16(1H,d, J=2.7Hz). 

Example 189: 5-Bromo-N-(4-methyl-5-(4-fluorophenyl)thiazol-2-yn-2-hydroxybenzamide (Comopund No. 189). 

[05701 using (4-fluorophenyl)acetone as the raw material, the same operation as the examples 184(1)-(3) gave the 

25 title compound. 

Yield: 28.8%(3steps). 

(1 ) a-Bromo-(4-f Iuorophenyl)acetone. 

30 [05711 1H-NMR(CDCI3): 5 2.33(3H. s). 5.41(1H. s). 7.07(2H. t. J=8.7Hz). 7.43(2H. dd. J=8.7. 5.1Hz). 

(2) 2-Amino-4-methyI-5-(4-fluorophenyl)thiazole. 

[05721 1H-NMR(CDCI3): 5 2.27(3H, s). 4.88(2H. s). 7.07(2H. t. J=8.7Hz). 7.32(2H. dd. J=8.7. 5.4Hz). 

(3) 5-Bromo-N-[4-methyl-5-(4-fluorophenyl)thiazol-2-yl]-2-hydroxyben2amide. 

[05731 iH-NMR(DMSO-d,): 5 2.36(3H. s). 6.95(1H. d. J=8.4Hz). 7.33(2H. t. J=8.7Hz). 7.52-7.59(3H, m), 8.06(1H. 
d. J=3.0Hz). 12.01-13.65(2H, br). 

Example 190: 5-Bromo-N-{4-methy|.5-[3-(trifluoromethyl)phenyl]thiazol-2-yl}-2.hydroxybenzamide (Comopund No. 
190). 

[0574] using 3-(trifluoromethyl)phenylacetone as the raw material, the same operation as the examples 184(1)-(3) 
45 gave the title compound. 
Yield: 39.8%(3steps). 

(1) a-Bromo-3-(trifluoromethyl)phenylacetone. 

so [05751 1H-NMR(CDCI3): 52.38(3H. s). 5.43(1H. s), 7.52(1H. t. J=7.8Hz). 7.61-7.66(2H, m), 7.69-7.70(1H. m). 

(2) 2-Amino-4-methyl-5-[3-(trifluoromethyl)phenyl]thiazole. 

[0576] 1H-NMR(CDG13): 5 2.32(3H, s), 4.95(2H. s). 7.46-7.56(3H, m), 7.59-7.61 (1H, m). 

(3) 5-Bromo-N-{4-methyl-5-[3-(trifluoromethyl)phenyl]thiazol-2-yl}-2-hydroxybenzamide. 

[05771 iH-NI^R(DMSO-d3): 6 2.40(3H. s), 6.97(1H. d, J=8.7Hz). 7.59(1H. dd. J=8.7. 2.4Hz), 7.71-7.84(4H. m). (2H, 



35 
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m). 8.06(1H. d. J=2.4Hz). 12.09(1H. br), 12.91-13.63(1H. br). 

Example 191: 5-Bromo-N-(4-[(1.1-dimethyl)ethyQ-5-ethylthiazol-2-yll-2-hydroxyben2amide (Comopund No. 191). 

[0578] Using2.2-dimethyl-3-hexanoneastherawmaterial.thesameoperationastheexamples184(1)-(3)gav^ 

title compound. 
Yield: 17.0%(3steps). 

(2) 2-Amino-4-[(1 , 1 -dimethyl)ethyl]-5-ethylthia2ole. 

[0579] 1H-NMR(CDCI3): 5 1.21(3H. t. J=7.5Hz), 1.32(9H. s), 2.79(2H. q, J=7.5Hz). 4.63(2H. brs). 

(3) 5-Bromo-N-{4-K1 .1- dlmethyl)ethyO-5-ethylthiazol-2-yl}-2-hydroxybenzamide. 

[0580] 1H-NMR(CDCI3): 5 1.32(3H. t. J=7.5Hz). 1.41(9H. s). 2.B8(2H. q. J=7.5Hz). 6.84(1H. d. J=9.0Hz). 7.44(1H. 
dd. J=8.7, 2.4Hz), 8.05(1H. d. J=2.7Hz), 11.46(2H. br). 

Example 192: 5-Bromo-N-(4-ethyl-5-phenylthiazol-2-yl)-2-hydroxybenzamide (Comopund No. 192). 

[0581] using 5-bromosalteyllc acid and 2-amino-4-ethyI-5-phenylthiazole as the raw materials, the same operation 
as the example 16 gave the title compound. 
Yield: 17.4%. 

:H^'Ml.pL^O-de):51.24(3H.t.J=7.6Hz).2^ 

(4H, m), 7.56(1H, brd. J=8.0Hz). 8.06(1H, d, J=2.8Hz). 11.98{1H, brs). 

Example 193: 5-Bromo-N-(4-ethyl-5-isopropylthiazol-2-yl)-2-hydroxybenzamlde (Comopund No. 193). 

[0582] using benzyl isopropyl ketone as the raw material, the same operation as the examples 184(1H3) gave the 
title compound. 
Yield: 4.4%(3steps). 

(2) 2-Amino-4-ethyl-5-isopropylthlazole. 

[0583] 1H-NMR(CDCI3): 8 1 .23(6H. d. J=6.6Hz). 3.05(1 H. m). 4.94(2H. s), 7.28 7.41 (5H. m). 

(3) 5-Bromo-N-(4-ethyl-5-isopropylthiazol-2-yl)-2-hydroxybenzamide. 

[0584] iH-NMR(DMSO-de): 5 1.26(6H. d. J=6.0Hz). 3.15(1H. m). 6.98(1H. brs). 7.43-7.53(5H. m). 7.59(1H. brs). 
8.08(1H, d. J=2.7Hz). 11.90(1H. brs). 13.33(1H. brs). 

Example 194: 5-Bromo-N-(4-butyI-5-phenylthlazol-2-yl)-2-hydroxybenzamide (Comopund No. 194). 

[0585] using 1 -phenyl-2-hexanone as the r^w material, the same operation as the examples 1 84(1 )-(3) gave the 
title compound. 
Yield: 52.6%{3steps). 

(1) a-Bromo-1-phenyl-2-hexanone. 

[0586] 1 H-NMR(CDC.3): 5 0.85(3H, t, J=7.2Hz). 1 .1 9-1 .32(2H. m), 1 .50-1 .60(2H. m). 2.59(2H. td. J=7.5, 3.9Hz). 5.44 
(1H, s), 7.34-7.45(5H, m). 

(2) 2-Amino-4-butyl-5-phenylthia2ole. 

[0587] 1H-NMR(CDCI3. 5): 0.89(3H. t. J=7.5Hz). 1.28-1,41(2H. m). 1.61-1.71(2H. m). 2.56-2.61(2H. m), 4.87(2H, 
s),7.25-7.40(5H,m). 
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{3)5-Bromo-N-(4-butyl-5-phenylthiazol-2-yl)-2-hydroxybenzamide. 

Example 195: 5-Chloro-NW1.1-dimethyOethyl-5-[(2.2-dimet^^^^^^^^ 
(Comopund No. 195). 

(1 ) a-Bromo-dipivaloylmethane. 
crystal. 

1H-NMR(CDC13, 6): 1.27(18H, s), 5.67(1H, s). 

(2) 2-Amino-4-[(1,1-dimethyl)ethyl]-5-[(2,2-dimethyl)propionyl]thlazole. 
hours. AteroooBng,«r.ao>lonrrtxlur.y^pou™artosatu«.^^^^^^^ 

oompoiiiid(1.23g. M 5%)asa'"l'''«"»='^'' „ , 

tHJJMB (CDCls. S ): 1 .26(9H, e), 1 .29(9H. s), 5.03{2H. s). 

(3,5-C»lo^0W4-(1.^■«"e(lwl).llWl-M(2.^■<li™<M)P™Pl°"y'l*'«*^^^^^^^ 

,05,1, A.i..eo,5-— c,.c„»,0.20=0,« 

10.51(2H,br). 

Example 196: 5-B^omo-N^4-(1.1-dimethyl)ethyl-5-[(2.2-dlmethy^ 
(Comopund No. 196). 

[0592] using 5-bromosalicylio acid and 2-amlno-4-[(1>dimethyl)ethya-5-1(2 2-dlmethyl)propionyllthiazole as the 
Jaw material. L same operation as the example 1 95(3) gave the title compound. 

rSMB(?DCl3): 5 1.33(9H, s). 1.35(9H. s). 6.94(1H. d. 0=8.7Hz). 7.55(1H. dd. 0=8.7. 2.1Hz), 7.85(1H. d. J-2.1HZ). 
10.51 (2H.br). 

Example 1 97: 2-(5-Bromo-2-hydroxybenzoyl)amino-4-[(1 ,1.dimethyl)ethyl]thiazole.5-carboxylic acid ethyl ester 
(Comopund No, 197). 

[0593] using piva.oy. acetic acid ethyl ester as the raw material, the same operation as the examples 195(1)-(3) 

gave the title compound. 
Yield: 45.7%(3steps). 

(1) a-Bromo-pivaloyl acetic acid ethyl ester. 

[0594] 1H-NMR(CDC13): 5 1.28(9H, s). 1.29(3H. t. J=7.2Hz). 4.26(2H. q, J=7.2Hz), 5.24(1 H, s). 

(2) 2-Amino-4-[(1 ,i-dimethyl)ethyl]thiazole-5-caiboxylic acid ethyl ester. 

[0595] 1H-NMR(CDCI3. 5): 1 .32(3H. t. J=7.2Hz). 1 .43(9H. s). 4.24(2H. q, J=7.2Hz), 5.18(2H. s). 
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(3) 2-(5-Bramo-2-hydroxybenzoyl)amirto-4-[(1 .1 -dimethyl)ethyllthiazole-5-carboxylic acid ethyl ester. 

[0596] iH-NMR(DMSO-de): 5 1.30(3H. t. J=7.2Hz). 1.44(9H s) 4^2A2H, q. J=6.9Hz). 7.00(1H. d. J=8.7Hz). 7.63 
llH. dd. J=8.7. 2.7Hz). 8.02(1H. d. J=2.4Hz), 11.80(1H. br). 12.12(1 H. br). 

Example 198: 5-Bn,mo-N-[4-(1.1-dimethyl)ethyl-5-piperidinothiazol-2-yn^^^ (Comopund No. 198) 

(1 ) 2-Amino-5-bromo-4-[{1 ,1 -dimethyl)ethyl]thiazole. 

[05971 2-Amino-4-t(1.1-dimethy.)ethyipiazole(0^7g.5.6m^^^ 

LsuJcinimided .OOg, 5.6mmol) was added, and the mixture I'^^^^'^.^'^^^^^l^^^^ by evaporation of the 
added to the reaction mixture, the insoluble matter was filtered ^""^ ^j^f^lf '^^^^^ give the title 

filtrate under reduced pressure was purified by chromatography on silica gel(hexane.ethyl acetate ^.i , g 
compound(1 ,23g, 93.7%) as a yellowish gray powder. 
1H-NMR(CDCI3): 5 1 .39(9H, s). 4.81 (2H. brs). 

. (2) 2-Amino-4-[(1 ,1 -dimethyl)ethyl]-5-piperidinothiazole. 

ca*or,a»(0,209) and ac«onllr«e(4n,L) «as rrttaed '"^'T^J^'J^^ SHnad ^ar «,t,yd,ous sodium 

(3) 2-Acetoxy-5-bromo-N- [4- (1 .1.dimethyl)ethyl-5-piperidinothiazol-2-yllbenzamide. 

into 2N hydrochloric acid and extracted wrth ethyl ^"r^^^^® j^^^^ reduced pressure was purified by 

(4) 5-Bromo-N-t4-(1 .1 -dlmethyl)ethyl-5-piperidinothiazol-2-yl]-2-hydroxybenzamide. 

J=9.0, 2.4Hz). 8.06(1 H, d, J=2.4Hz). 11 .70(2H, br). 

Example199:5-Bromo-N^4-(1.1-dimethyl)ethyi-5-morpholinothiazol-2-yl]-2-hydroxybenzamide(ComopundNo.19^^ 
[0601] Usingmorpholineastherawmaterial.thesameoperationastheexamp.es198(2)-(4)gavethetitlecompound. 
Yield: 17.1%. 

(2) 2-Amino-4-[(1 ,1.dimethyl)ethyl]-5-morphollnothiazole. 

[0602] 1H-NMR(CDC13): 8 1 .33(9H. s). 2.76(4H, brs). 3.79(4H, brs). 4.66(2H. s). 

(3) 2-Acetoxy-5-bromo-N-[4-( 1 .1 -dimethyl)ethyl-5-morpholinothiazol-2-yl]benzamide. 
[0603] The product was used for the next reaction as a crude product. 
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(4)5-Bromo-N-[4-{1,1-dimethyl)ethyl-5-morpholinothiazol-2-yl]-2-hydroxybenzamide. 

10604] 1H-NMR(CDCI3): 5 1 .24(9H, s). 2.89(4H, dd, J=4.8. 4.2Hz). 3.83(4H. dd. J=4.5. 4.2Hz). 6.89(1 H, d. J=9.0Hz). 
7.49(1H. dd, J=9.0, 2.4Hz). 7.98(1H. d. J=2.1Hz). 11.20(2H. br). 
Example200:5-Bromo-N-[4-(1.1-dimethyl)ethyl-5-(4-methylpiperazin-1-yl)thiazoU^^^^^ 
(Comopund No. 200). 

[0605] using 4-methylpiperazine as the raw material, the same operation as the examples 1 98(2)-(4) gave the title 

compound. 
Yield: 6.9%. 

(2) 2-Amino-4-(1 ,1 -dimethyl)ethyl-5-(4-methylpiperazin-1 -yl)thlazole. 

[0606] iH-NMR(DMSO-de): 8 1 .25(9H. s). 2.12(2H. brs). 2.19(3H. s). 2.57(2H. brs). 2.72(4H. brs). 6.51(2H. s). 
{3)2-Acetoxy-N-[4-(1,1-dimethyl)ethyl-5-(4-methylpiperazin-1-yl)thiazol-2-yl]benzamide. 

[0607] The product was used for the next reaction as a crude product. 

(4)5-Bromo-N-[4-(1.1-dimethyl)ethyl-5-(4-methylpiperazin-1-yl)thiazol-2-yl]-2-hydroxyben2amide. 

[0608] 1H-NMR(CD30D): 5 1.41(9H. s). 2.55(3H. s). 2.87(4H. brs). 3.03(4H. b,s). 6.88(1H. d. J=8.7Hz). 7.49(1H. 
dd. J=8.7. 2.7Hz). 8.11 (1H. d. J=2.7Hz). 

Example 201:5-Bromo4>l-[4-(1.1-dlmethyl)ethyl-5-(4-phenylpiperazin-1-yl)thiazol-2-yll^^^ 
(Comopund No. 201). 

[0609] Using 4-phenylpiperazine as the raw material, the same operation as the examples 198(2)-(4) gave the title 

compound. 

Yield: 6.9%. 

(2) 2-Amlno-4-(1 .1 -dimethyl)ethyl-5-(4-phenylpiperazln-1 -yl)thiazole. 

[0610] 1H-NMR(CDCI3): 8 1 .34(9H. s), 2.80(2H, brs), 3,03(4H. brs). 3.55(2H. brs). 4.69(2H. s). 6.88(1H. tt. J=7.2. 
1.2Hz). 6.95(2H, dd. J=9.0. 1 .2Hz), 7.28(2H. dd, J=8.7. 7.2Hz). 

(3) 2-Acetoxy-5-bromo-N-[4-(1.1-dimethyl)ethyl-5-(4-phenylpiperazin-1-yl)thiazol-2-yllbenzamide. 
[0611] The product was used for the next reaction as a crude product. 

(4) 5-Bromo-N-[4-(1 ,1 -dimethyl)ethyl-5-(4-phenylpiperazin-1 .y|)thiazol-2-yl]-2-hydroxybenzamide. 

[0612] iH-NMR(DMSO-de): 8 1.39(9H, s). 2.97(4H, s), 3.30(4H. s), 6^82(1H. t. J=7.5Hz). 6.97(2H, brs). 6.99(2H, t. 

J=7.5Hz). 7.58(1 H, brs). 8.05(1 H. d, J=2.4Hz). 11. 69(1 H, brs). 11. 82(1 H. brs). 

Example 202: 5-Bromo-N-(4-phenylthiazol-2-yl)-2-hydroxybenzamide (Comopund No. 202). 

[0613] using 5-bromosal,cylic acid and 2-amino-4-phenylthiazole as the raw materials, the same operation as the 
example 1 95(3) gave the title compound. 
Yield: 16.0%. 

ZZ.'^STsL,: 8 7.02(1H, d. J=8.4Hz), 7.34(1H. t .=7^eHz), ^^^H. . .=^^^^^^^^ 7.a2(1H. dd, .=8.4. 2.8Hz), 
7.67(1H. s), 7.92{2H, d, J=7.2Hz), B.0B(1H, d. J=2.8Hz), 11.B8(1H, brs). 12.05(1H. brs). 
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Example 203: {2-[(5-Bromo-2-hydroxybenzoyl)amino]-4-phenylthiazol-5-yl}acetic acid (Comopund No. 203). 

(1) {2-[(5-Bromo-2 -hydroxybenzoyl)amino]-4-phenylthiazol- 5-yl}acetic acid methyl ester. 

[06141 using 5-bromosalicylic acid and 2-amino-4-phenytthiazole-5-acetic acid methyl ester as the raw materials, 
the same operation as the example 195(3) gave the title compound. 
Yield: 32.1%. 

T^Z^^SS,: 5 3.66(3H. s). 3.95(2H. s). S.99(1H. d. ^=8^"^) 7.42(1 H, d. J=6.0Hz). 7.48(2H. brt. J=7.6Hz). 
7.56-7.61(3H, m), 8.07(1H. d. J=2.4Hz). 11.85(1H, brs). 11.98(1H, brs). 

(2) (2-[(5-Bromo-2-hydroxybenzoyl)amino]-4-phenylthiazol-5-yl}acetic acid. 

roBIBl (2-H5 -Bromo-2-hydroxybenzoyl)amino]-4-phenylthia2ol-5-yl}acetic acid methyl ester(75mg. 01 ^mfnol) was 
AZlT2Zclaie layer was washed with water and brine one after another, dried over -"^y'^^;^^"^^;^^^^^^^ 

f^NMriDMSO-di: 6 3.84,2H, .), e.98(,H, d. J.».8Hz,, 7.42(1H, d, ..6 8Hz,, 7.49(2H, t, J.7.6Hz), 7.5S.7.6,(3H, 
m), 8.07(1 H, d. J=2.8Hz), 12.25(H, brs). 

Example 204: 5-Bromo-N-(4.5-diphenylthiazol-2-yl)-2-hydroxybenzamlde (Comopund No. 204). 

[0616] Using 5-bromosalicylic acid and 2-amino^.5-diphenylthiazole as the raw materials, the same operation as 
the example 1 95(3) gave the title compound. 

(2-Amino-4,5-diphenylthiazole: refer to NIhon Kagaku Zasshi. 1962. 83, 209.) 
Yield: 25.9%. 

5 7.02(1H. d. J=8.1Hz). 7.34-7.47(1 OH. m). 7.63(1H. d. J=6.9Hz). 8.0B(1H. d. J=2.4Hz). 11 .88 
(1H, brs). 12.08(1 H, brs). 

Example 205: 5-Bromo-N-(4-benzyl-5-phenylthiazol-2-yl)-2-hydroxybenzamide (Comopund No. 205). 

[06171 using 5-bromosalicylic acid and 2-amino-4-benzyl-5-phenytthiazole as the raw materials, the same operation 
as the example 1 95(3) gave the title compound. . „ x 

(2-Amino-4-benzyl-5-phenylthiazole: refer to Chem. Phami. Bull.. 1962. 10. 376.) 

Yield: 28.1%. 

^H^-SMSO-de): 5 4.08(2H. s). 6.95(1H. d. .=8.8Hz). Vf-Z,^^^V"«,SH brS"' ' " 
7.47(4H. d, J=4.4Hz). 7.57(1 H. brd. J=8.8H2). 8.05(1 H. d. J=2.4Hz). 11 .98(1 H, brs). 

Example 206: 5-Bromo-N-[5-phenyl-4-(trifluoromethyl) thiazol-2-yl]-2-hydroxybenzamide (Comopund No. 206). 

[06181 using 5-bromosalicylic acid and 2-amino-5-phenyl-4-(trifluoromethyl)thiazole as the raw materials, the same 
operation as the example 195(3) gave the title compound. 

Yield: 33.2%. 

^H'-NMRSJSid,): 5 7.02(1H, d. J=8.8Hz). 7.51(5H. s). 7.63(1H. dd, J=8.8. 2.4Hz). 8.02(1H. d. J=2.8Hz). 12.38(1H. 
brs). 

Example 207: 5-Bromo-N-[5-acetyl-4-phenylthiazol-2-yl]-2-hydroxybenzamide (Comopund No. 207). 

[0619] Using 1 -phenyl-1 ,3-butanedione as the raw material, the same operation as the examples 195(1 )-(3) gave 
the title compound. 
Yield: 8.9%(3 steps). 
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(1) a-Bromo-1-phenyl-1 ,3-butanedione. 

[0620, 1H-NMR(CDC.3): 82.46(3H. s). 5.62(1H. s). 7.48-7.54(2H. m). 7.64(1H. tt. J=7.5. 2.1Hz). 7.97-8.01(2H. m). 

(2) 2-Amino-5-acetyl-4-phenylthiazoIe. 

[0621] iH-NMR(CDMSO-d6). 5 2.18(3H. s), 7.50-7.55(2H. m), 7.59-7.68(3H. m). 8.69(2H. brs). 

(3) 5-Bromo-N-[5-acetyl-4-phenylthiazol-2-yl]-2-hydroxybenzamide. 

[0622] iH-NMR(DMSO-de): 6 2.44(3H. s). 6.99(1H. d. J=9.0Hz). 7.55-7.71(4H. m). 7.76-7.80(2H. m). 8.01(1H. d. 
J=2.4Hz), 12.36(2H. br). 

Example 208: 5-Bromo-N-[5-benzoyl-4-phenytthiazol-2-yl]-2-hydroxybenzamide (Comopund No. 208). 

[0623] using 1 ,3-diphenyM .3-propanedione as the raw material, the same operation as the examples 195(1)-(3) 
gave the title compound. 
Yield: 49.7%. 

20 (1 ) a-Bromo-1 ,3-diphenyl-1 ,3-propanedione. 

[0624] 1H-NMR(CDCI3, 5 ): 6.55(1H, s). 7.45-7.50(4H. m). 7.61(2H. tt. J=7.2. 2.1Hz). 7.98-8.01 (4H. m). 

(2) 2-Amino-5-benzoyl-4-phenylthiazole. 

[0625] iH-NMR(DMSO-de): 57.04-7.18(5H. m). 7.22-7.32{3H, m). 7.35-7.38(2H, m). 8.02(2H. s). 

(3) 5-Bromo-N-[5-benzoyl-4-phenylthlazol-2-yl]-2-hydroxybenzamide. 

[0628] lH-NMR(DMSO-de):57.03(1H.d.J=8.7Hz).7.17-7.30(5H.m) 7.39-7.47(3H.m).7.57-7.60(2H.m).7.64(1H, 
dd. J=8.7. 2.7Hz). 8.05(1 H. d, J=2.4Hz). 11. 82(1 H. brs). 1 2.35(1 H, brs). 

Example 209: 2-(5-Chloro-2-hyd«,xybenzoyl)amino-4-phenylthlazole-5K.arboxylic add ethyl ester (Comopund No. 

209) . 

[0627] using 5.:hlorosailoyllc acid and 2-amino-4-phenylthiazole-5-carboxyllc acid ethyl ester as the raw materials, 
the same operation as the example 195(3) gave the title compound. 

NMR(SsO-de)- 6 1 22(3H. t, J=7.5Hz), 4.21(2H. q, J=7.5Hz). 7.07(1H. d. J=8.7Hz) 7.43-7.47(3H. m). 7.53(1H. 
S 2 4?z) 7.70:^^ m). 7.92(1H. d. J=3.0Hz). 11.88(1H. br), 12.29(1H. brs). 

Example 210: 2-(5-Bromo-2-hydroxybenzoyl)amino-4-phenylthiazole-5^arboxylic acid ethyl ester (Comopund No. 

210) . 

[0628] using 5-bromosal,cylic acid and 2-amino-4-pheny,thiazole-5-carboxylic acid ethyl ester as the raw materials, 
the same operation as the example 1 95(3) gave the title compound. 
Yield: 28.6%. 

"H-NMRloMSO-de): 6 1 .21(3H, t. J=6.8Hz). 4.20(2H. C J=6.8Hz). 7.01(1H. d. J=8.8Hz). 7.43-7.48(3H. m). 7.63(1H. 
dd. J=8 8 2.4HZ). 7.70.7.72(2H. m). 8.04(1H. d. J=2.4Hz). 12.33(1H. brs). 

Example211:2-(5-Bromo-2-hydroxybenzoyl)amino-4-(pentafluorophenyI)thiazole-5-carboxylic acid ethyl ester 
(Comopund No. 211). 

[0629] Usingpentafluorobenzoylaceticacidastherawmaterial.thesameoperationasthaexamples195(1)-(3)gave 

the title compound. 
Yield: 40.0%(3steps). 
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(1) a-Bromo-pentafluorobenzoylacetic acid ethyl ester. 
[06301 It was used for the next reaction as a crude product. 
5 (2) 2-Amlno-4-(pentafluorophenyl)thiazole-5-carboxylic acid ethyl ester. 

[0631] 1H-NMR(CDCI3): 5 1 .23(3H. t, J=7.2Hz), 4.21(2H, q, J=7.2Hz). 5.41 (2H. s). 

(3) 2-(5-Bmmo-2-hydroxybenzoyl)amino-4-(pentafluorophenyOthiazole-5^art.oxylic acid ethyl ester. 

[0632, iH-NMR(DMSO-de): 5 1 .20(3H. t, J=7.2Hz), 2.51 (2H. q. J=7.2Hz). 7.02(1 H. d. J=8.7Hz). 7.64(1 H. dd. J=8.7. 
2.7Hz), 7.90(1 H. d. J=3.0HZ). 11 .92(1 H. br), 12.58(1 H, br). 
Examp,e212:[2-(5-Brorno-2-hydroxybenzoyl)amino.4-(pentaf.uorophenyi)thiaz^ 
15 (Comopund No. 212). 

(1) 2.(5^n,mo.2-bydro«yb.nzoyl)amlno^-(p.nMuon.pheryOthtol^5K=arbo«l,lic acid. 

» mSl. L «™e op=™«on as e»mpl. 82 9a» *e «le compound. 

,2)l2.,5-Bron»-2-h,drox,b.n»yl).n,lno*(pen«.o»pnon,l)thlazoh5.,n-N-n»th,l^ 

Example 213: 

" p.(5.Bn«,o.2.h,dr.x,ban.o,,)=n,lno-4.(pon»,,oo„pneny,)mia^^^ «=o-opund No. 2,3). 

40 Yield: 62.5%. „ o o>./oui rr^N 7 n^MH d J-8 7Hz) 7.40-7 .47(3H, m). 7.63(1 H, dd, 

Exan,p,.2,4a2.,.-B,on,o.2-nyd,oxyb.nzoy,,.n,lno.4-0,«,«.luon.pnon,,^^ 
45 (Comopund No. 214). 

Examp,e215:[2-(5-Brorno.2-hydroxybenzoyi)arnino-4-(pentaf.uoropheny.)thiazo.-5-y.,-N-(2-phenethy.)cart.ox^ 
(Comopund No. 215). 
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Example 216: 2H5-Bromo-2-hydroxybenzoyl)amino-4-(trifluoromethyl)thiazole-5-car^^^^ acid ethyl ester 

(Comopund No. 216). 

10638, using 5-bromosalicy.ic acid and 2-amino-4-(trmuoromethyl)thiazole^-carboxylic acid ethy. ester as the raw 
Sals, the same operation as the example 1 95{3) gave the t«le compound. 

r;?lR(DMSO-de): 5 1 .32(3H. t. J=7.aHz). ..33(2H. J=7.2Hz). 7.01(1H. d. J=8.7Hz, 7.B3(1H. dd. J=8.7. 2.7Hz). 
7.98(1H. d, J=2.4Hz). 12.64(1H. br). 

Example217:2-Acetoxy-5-chloro-NK4-(1.1-dimethyl)ethyl-5-[(2.2-dimethyl)propionyn^^ 

!';:Smr"dO«: e , 3«.H. , ^3(0H. a.«,3H. S,. 7^,.H, d, J.B.4HZ,, 7.«(1H. dd, a.4Hz,, ».05„H, 

d, J=2.7Hz), 9.82(1 H, brs), 

Ex.mp.e2,e,2fl4.H,drox,blphe»,0.3^"»«-™-4-Pl--»«K-^^^^^ 

acid: refer to Tetrahedron. 1997, 53, 11437.) 
Yield: 61 .7%. 

Example219:24(4--Fluoro-4-hydroxybiphenyl)-3-ca,bonyl]amino-4-phenyfthiazole-5.=arb^^^ 
(Comopund No. 219). 

r0641l Usinq (4--fluoro-4-hydroxybiphenyl)-3-carboxylic acid and 2-amino-4.phenylthiazole-5^arboxyiic acid ethyl 
rLt^eTL^— s,th'as^e'^^^^^^ 

((4'-Fluoro-4-hydroxybiphenyl)-3-carboxylicacid: refer to Tetrahedron. 1997. 53. 11437.) 

Yield: 62.7%. 

Example 220: 2-[(2-.4-.Dmuoro-4-hydroxybiphenyl).3-carbonyl]amino-4-phenylthiazole-5-cart>oxylic acid ethyl ester 
(Comopund No. 220). 



Yield: 45.6%. 
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Example 221:2-([4-Hydroxy-4^(trifluoromethyl)biphenyl]-3-carbonyO^ 
ester (Comopund No. 221). 

(1) [4'-(Trifluoromethyl)-4-hydroxyblphenyl]-3-carboxylic acid. 

10643, A mixture of 5-bromosanoy.ic acid(500mg. ^30mmo.). ^'^^Vd^^^-^^ 

2.57mmol). palladium acetate(10mg 0.040mmol) and 1 M ^^^^^^-^f^^^^^ layer 
reaction mixture was poured into 2 N hydrochloric ac.d and ^^'^J^^'^^f^m sSe the LoLnt was evaporated 
was washed Wrth water and brine one after another, dr^ed ^^^^^^^^^^^^^^^^ trimethylsi- 

Lthemixturewas stirred at 60'Cforlhour^Afterthe reaction 
lnto2Nhydroch.oricacidande«^^^^^^^ 

(458mg, 70.4%) as a white crystal. 

"^-S^O-de): 5 7.09(1H. d. J=8.8Hz). 7.77(2H. d. J=8.0Hz), 7.85(2H. d. J=8.0Hz). 7.90(1H. dd. J=8.8. 2.0Hz), 
8.10(1H, d, J=2.4Hz), 11.80{brs). 

(2) 2-{[4-Hydroxy-4'-(trifluoromethyl)biphenyl]-3-carbonyl}amino-4-phenylthiazole-5^rboxyllc acid ethyl ester. 

ro6441 Usina r4'-(trifluoromethyl)-4-hydroxyblphenyl]-3-cart,oxylic acid and 2-amlno-4-phenytthiazole^-carboxylic 
^^d^lhySer as rrmateriite, the s^le operation as the example 195(3) gave the t.le compound. 



Yield: 41.7%. 



12.62(1 H,brs). 

Example 222: 2-[2-Hydroxy-5-(1-pyrrolyl)benzoyll amino^-phenylthiazole-5-carboxylic acid ethyl ester (Comopund 
No. 222). 

Example223:242-Hydroxy-5-(2-thienyl)benzoyl]amino-4-phenylthiazole-5-carboxylicacW 
223). 

(1) 2-Hydroxy-5-(2-thienyl)benzoic acid. 

anol. and purified by column chromatography on 9^' ""'^f,^", f*^^ was stirred at 60«C 

This was dissoK,ed in methanol(5mL). 2 N ^^^'T 'y'^Jfi/a^tire ft w^ piured 1^0 2 N hydrochloric acid and 

crystallized from n-hexane-dichloromethane to give the title compound(58mg, 11 .5 /c) as a whrte cnrstai. 
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.H-NMRCMSO-de): 5 6.95(1H. d, J=8.8Hz). 7.09(1H, dd. J=4 8. 3.6Hz). 7.37(1H, dd. J=4.0. 1.2Hz). 7.45(1H. dd, 
J=5.2, 1 .2Hz). 7.74(1H. dd, J=8.8. 2.8Hz), 7.96(1H, d. J=2.8Hz). 

(2) 2-[2-Hydioxy-5-(2-thienyl)benzoyl]amino-4-phenylthiazote-5-cart)oxylic acid ethyl ester. 

[0647] using 2-hydroxy-5-(2.thieny.)benzoic acid and 2-amino-4-phenylthiazola^5-carboxy.K: acid ethyl ester as the 
Saw materials the same operation as the example 1 95(3) gave the t,tle compound. 
Yield: 58.2%. 

mp213-2149°C. , -,ouj,\ 7inMH ri l-q 2Hz'> 7 12(1H, dd, J=4.8, 3.6Hz), 

11.78(1H. brs), 12.44{1H,brs). 

Test Example: Measurement of inhibitory activity of NF- k B activation. 
[0648] inhib^ory act.ity of NP- k B a^iva«on was me^^^^^^^^ 



[0648] inhibitory activity of NF- k B a^.vat.on was ^^"'^ ''^'I^'Vn; the hu^ hepatoma cell strain HepG2 
Cell. 73. 395-406(1993).). Using a transfect,on '^^^^^'^^^^^^"^'^^^^^^ 
orthehurrjanhysterocar™^^ 

(pNF K B-Luc R^P°«%P^!.7.'i' ^I^-l^^^^^ rupstream region of Luc, according to the QUAGEN's protocol and 
B binding ^^^"^"'^^^(^GGGGACTrrCCGC) on ^ ^^^^ compound, the cells were 

it was incuvated for 6-24 hours. After addition of TNF a t*"ng^^'> ™' p...^Q^^e lT (TOYO INK MFG Co., Ltd.) 
incuvatedfor4 hours, and IntracellulaMucJer^^e^^^^^^^^ 

rar;rrr^re:u=^^^^^ 

. . _ .. .. ... ^ in tho fnllnwinn table. 



Compound Number 


The rate of inhibitory activity against NF- k B activation (/o) 




Concentration of the agent: 10 g/mL 


Concentration of the agent: 1 \i g/mL 


1 


54.4 


-33.6 


2 


83.2 


18.6 


3 


68.4 


54.2 


4 


94.1 


42.9 


5 


98.0 


33.3 


6 


61.9 


27.8 


7 


6B.7 


30.4 


8 


59.9 


35.3 


9 


99.2 


21.9 


10 


78.6 


7.1 


11 


44.1 


28.4 


12 


87.3 


68.6 


13 


63.8 


-7.1 


14 


98.9 


21.7 


15 


70.4 


15.2 


16 


91.6 


36.4 


17 


96.5 


19.9 


18 


90.2 


85.3 


19 


95.1 


-55.4 


20 


86.8 


-12.1 
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(continued) 



Compound Number 


The rate of inhibitory activity against NF- k B activation (%) 




Concentration of the agent: 10 g/mL 


r^nnnontratinn of the aoent: 1 u Q/mL 


59 1 


99.2 


94.5 


60 


99.4 


4P 7 


61 


98.5 


59.7 


62 1 


99.1 


74 9 


63 


96.9 




64 1 


90.1 




65 


97.1 




66 1 


94.9 


Q1 1 

9 1.1 


67 1 


96.8 


Q1 R 


68 


98.3 




69 1 


99.6 




70 1 


95.4 


S70.0 


71 


97.9 




72 1 


97.8 


7Q ^ 


73 1 


92.9 


ai 7 

O 1 ./ 


74 


95.3 


R*> 1 

O^. 1 


76 


99.0 


on A 


77 


97.0 




78 


99.2 


OD.O 


79 


98,7 


QH 7 


81 


96.4 




82 


94.5 


-o. / 


83 


87.1 


1 R n 


84 


82.2 




85 


96.0 


AA Q 


86 


95.9 


AP 9 


87 


98.1 


RA 4 


89 


67.5 


-91 fi 
1 .O 


90 


63.4 


1 0 


91 


88.4 




92 


97.2 


51.8 


93 


1 98.7 


96.2 


94 


89.1 


19.4 


95 


97.1 


90.9 


96 


1 99.2 


96.5 


97 


96.0 


69.9 


98 


98.2 


90.5 
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Conrtpound Number 


The rate of inhibitory activity against NF- k B activation (%) 




Concentration of the agent: 1 0 ^ g/mL 


Concentration oiine ageni. i j 


101 


98.3 


7 1 


104 1 


96.9 


7R O 1 
/ D.^ 1 


105 


93.9 


RQ R 1 


106 


93.3 


nn 7 1 


107 


95.0 


a^.O 1 


108 


97.6 


QA 7 1 


109 


88.8 


oo.U 1 


110 1 


98.9 




111 


98.7 




112 


95.9 


no ^ I 


113 1 


97.1 


94.0 


114 1 


94.1 


o o o 1 

Bo.y 1 


115 1 


94.3 


89.0 


116 1 


96.7 


0£i O 1 

oo.o 1 


117 


93.0 


89.2 


118 


96.3 


94.1 1 


119 


91 .7 


88.1 1 


120 


97.9 


no Q i 


121 


96.5 


oc c 1 
B5.5 1 


122 


j 97.2 


o4.b 1 


123 


93.4 


76.6 


125 


1 99.1 


94.0 I 


126 


97.8 


nc a i 

yo.o 1 


127 


1 86.4 


O 4 O 1 


128 


95.0 


Of.£. 1 


129 


85.8 


/0.4 j 


139 


1 60.2 


>l □ o i 


140 


1 96.7 


n/i o 1 


141 


1 96.4 


QQ Q 1 
OO.O 


142 


1 96.9 


9o.i 


143 


1 93.8 


91.6 


144 


1 . 96.8 


91.8 


145 


1 95.5 


92.9 


146 


j 97.0 


94.2 


147 


1 96.8 


84.5 


148 


1 92.8 


77.1 


149 


1 97.1 


85.4 
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(continued) 


I Compound Number 1 


The rate of inhibitory activity against NF- k B activation (%) 




Concentration of the agent: 10 \i g/mL 


Conceniraiion oi ine dyc^iii. i 5^«»"- 


1 ""^^ 1 


95.1 




151 


71.8 


AO n 


1 ""^^ 1 


70.6 


-OD.O 


1 1 


88.7 




1 1 


48.2 


-Ol Sj 


1 1 


94.1 


oo.o 


1 1 


74.9 


/ .o 


1 \ 


98.1 






95.6 


y 1 .u 


1 1 


96.3 


cjy.i 


1 ''^^ 1 


99.2 




161 


92.6 


OO.O 


1 1 


82.0 


70. y 




98.6 


94.9 


1 1 


95.1 


88.2 


1 166 


97.9 


82.4 


1 167 


95.7 


32.4 


1 168 


96.8 


38.3 


1 169 


88.1 


A A C 

1 4.0 


1 170 


56.4 


-40.0 


1 ^'^'^ 


95.8 


OO "7 
OO./ 


\ 172 


1 97.5 


oo.o 


1 180 


1 42,8 


-Zo. 1 


181 


98.7 


9b. b 


1 182 


1 94.4 


ob.o 


1 183 


1 92.4 


y^.b 


184 


93.8 


20. w 


1 185 


69.7 


-1 .b 


1 186 


1 95.2 


00.4 


1 187 


67.2 


4.b 


1 188 


94.4 


83.6 


1 189 


1 82.0 


-8.4 


1 190 


71.7 


-32.4 


1 191 


1 98.1 


90.5 


1 192 


1 87.6 


28.8 


1 193 


1 96.1 


70.1 


1 194 


1 88.7 


46.1 
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(continued) 


Compound Number 


The rate of inhibitory activity against NF- k B activation ( /o) 




Concentration of the agent: 10 ^ g/mL 


Conceniraiion oi lmc caycui. i 


195 


98.3 


QR 7 


196 


97.5 


R 


197 


92.4 




198 


97.8 




199 


96.8 


o/.o 


200 


89.6 


OO.O 


201 


95.9 




202 


78.8 


-'t 1 .o 


203 


72A 




204 


67.0 


-O.O 


205 


95.0 


/y./ 


206 


89.4 


Bo. 1 


207 


95^9 


-7r\ o 


208 


97.3 


yu./ 


209 


82.8 


OO.O 


210 


94.2 


80.7 


211 


96.0 


DO O 


212 


58.6 


oO.o 


213 


84.0 


oi .y 


214 


91.3 


4y.o 


215 


60.4 


33.3 


216 


96.5 


Of .D 


217 


97.7 7 


95.0 


218 


78.6 


34.6 


219 


85.8 


45.0 


220 


90.3 


31.8 


221 


90.0 


66.9 


222 


90.1 


74.0 


223 


84.8 


40.8 



Industrial Applicability 

NF- K B, furthermore they have suppressing acfvrty «9«'"^\ J^^P^"^"^^";;;^^^^^^ agent for treatment 
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Claims 
1. 



cdrgSJy acceptable salt thereof, and a hydrate thereof and a solvate thereof: 




A 



wherein 

X represents a connecting group wherein a number of atoms in a main chain is 2 to 4 (said connecting group 

may be substituted), 

be substltuents In addition to the group represented by formula^ a_A where^^ A ^as the^^"^^ 
defined above and the group represented by fomiula -X-E v^here.n each of X ana t nas 
as that defined above. 

The medicament according to claim 1 . wherein X is a group selected from the following connecting group a (said 
group may be substituted): 

[Connecting Group a] The groups of the following formulas: 



H H H 

OH. iiiA. 6 H ii H 



20 



25 



30 



2. 



45 



O H H 



H 
I 

-c— c=c 

II I 

O H 



H 
I 

•c=c- 

I 

H 



50 



55 



141 



EP 1 352 650 A1 



■I-N- -Tfr -r|- -rr 



10 



IS 



C— N— N=C- 

H I I 
OH H 



wherein a 



bond at the left end binds to ring Z and a bond at the right end binds to E. 



" 3. The medicament according to claim 1 . wherein X is a group represented by the following formula (said group may 
be substituted): 



25 C— N- 

" L 
O H 



30 Wherein a bond at the left end binds to ring Z and a bond at the right end binds to E. 

4. The medicament according to any one of claims 1 to 3. wherein A is a hydrogen atom. 

5. Themedicamentaccordingtoanyoneofc,aims1to4wherein^^^^^^^ 

in addition to the group represented by the formula -O-A wherem ^ "^^^^^^^^^^^^^'^^^^^ ^he same meaning 

40 as that defined In the general formula (I). 

6. The medicament according to any one of Calms 1 to 5. wherein ring Z is selected from the foltowing ring group 

[Ring Group p 1 benzene ring, naphthalene ring, pyridine ring. Indole ring, quinoxaline ring, and ca*azole ring 

e^h oTx and E has the same meaning as that defined in the general fomiula (1). 
The medicament according to Cam 6, wherein ring Z is ^^ben-ne ri^^^^^^ 

group represented by the [^-^'-^"^^^^^^^^^ hasll s^m^ meaning'as that defined 

(I) and the group represented by the formula -x-b wnerem eacn ui /v 

in the general formula (I). 

meaning as that defined in the general formula (I). 



45 



50 7. 



55 



142 



EP 1 352 650 A1 



9 Themedicamentaccordingtoanyoneofclaims1to8,whereinEisaCetoC,oaryl9roupwhichmaybesubs^^^^^^^ 

or a 5 to 13 membered heteroaryl group which may be substituted. 
10. The medicament according to claim 9. wherein E is a phenyl group which may be substituted. 
^ 11 . The medicament according to claim 1 0. wherein E is 3.5-ditrifluoromethylphenyi group. 

12. The medicament according to claim 8. wherein E is a 5 membered heteroaryl group which may be substituted. 
,0 13 Themedicamentaccordingtoanyoneofclaims1to12.whichisaninhibitoragainstexp,essionofageneforone 
or more substances selected from the following substance group 6: 

[Substancegroup5ltumornecrosisfactorCTNF)Jnter,euKin-1Jnter.eukin^^ 

Vims rine. transcript derived from cytomegalovirus gene, and transcript denved from adenovirus gene. 

^ 14. The medicament according to any one of claims 1 to 12. which an inhibitor against production and release of 
an Inflammatory cytolcine or an immuno suppressive agent. 
15. A compound represented by the following general f om^ula (1-1 ) or a salt thereof, or a hydrate thereof or a solvate 



25 



35 



thereof 



30 V (I-l) 

H 



u^h^rein Zi reoresents 2-hydroxyphenyl group which may be substituted in the 5-position or 2-aceto)typhenyi group 

XCupsrereinsaidphenylgroup may be substituted in addition to th^ 
provided that the following compounds : 

40 N-[3 5-bis(trifiuoromethyI)phenyi]-2-hydroxybenzamide. 

N-[3',5-bis(trifiuoromethyl)phenyl]-5-chloro-2-hydroxybenzamide, 

N-[3!5-bis(trifiuoromethyl)phenyi]-5-bromo-2-hydroxybenzamide, 
' N-t3'5-bis(trifluoromethyl)phenyl]-2-hydroxy-5-iodobenzamide, 

N-[3 5-bis(trifiuoromethyl)phenyl]-2-hydroxy-5-nitrobenzamide, and 
45 2-hyclroxy-N-[2,3.5-tris(trifluoromethyl)phenyl]benzamide are excluded. 

,mpound represented by the following general formula (1-2) or a salt thereof, or a hydrate thereof or a solvate 



16. Acoi 
thereof 



50 
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Z«^<^' (1-2) 



H 



wherein represents a-hydroxyphenyl group which may be substituted in the 5-position or a-acetoxyphenyl group 
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or 5-position, provided that the following compounds: 

5-chloro-2-hydroxy-N-[3-(trifluoromethyi)phenyi]benzamide, 

5-bromo-2-hydroxy-N-[3-(trifluoromethyl)phenyl]benzamide. 

5-hydroxy-5-iodo-N-[3-(trifluoromethyl)phenyllbenzamide, 

5-chloro-N-[4-chloro-3-(trlfluoromethyl)phenyl]-2-hydroxybenzamide. 

5-chloro-N-[5-chioio-3-(trlfluorDmethyl)phenyll-2-hydroxyben2amide. 

5-chloro-2-hydroxy-N-[4-nitro-3-(trifluoromethyl)phenyi]benzamide, 

5-fluoro-2-hydroxy-N-[2-(2.2,2-trifluoroethoxy)-5-(trifiuoromethyl)phenyl]benzamide. 

5-fluoro-2-hydroxy-N-[2-(6,6,6-trlfluorohexyloxy)-5-(trifluoromethyi)phenyl]benzarTiidG 

5l^ro27ydroxy-N\3VifluorornethyWM[4-(trifluoromethyl)sulfanyq^ 
N-[4-(benzothiazote-2-yl)sulfanyl-3-(trifluoromethyl)phenyl]-5-chloro-2-hydroxybenzanri.de. 

5-chloro-N-[2-(4-chlorophenoxy)-5-(trrfiuoromethyl)phenyll-2-hydroxybenzam.de. 
5-chloro-2-hydroxy-N-[2-(4-methylphenoxy)-5-(trifluoromethyi)phenyl]benzam.de. 
5-chloro-N-[2-(4^hlorophenyl)sulfanyl-5-(trifluoromethyl)phenyl]-2-hydroxybenzamide. 
5^hloro-2-hydoxy-N-[2-(1-naphthyloxy)-5-(trifluoromethyl)phenyl]benzam.de.and 
5-chloro-2-hydoxy-N-[2-(2-riaphthyloxy)-5-(trifluororriethyl)phenyI]benzarnide are excluded. 

17. A compound represented by the following general formula (1-3) or a satt thereof, or a hydrate thereof or a solvate 
thereof 



O 




{ I - 3 ) 



H 



Wherein Z3 represents 2-hydroxyphenyl group which may ^esubstituted in the 5-position o^^^ group 
which may be substituted in the 5-position. £3 is a group represented by the followmg fomiula . 




wherein and R3e3 may be the same or different and each represents hydrogen atom - 

1 8. A compound represented by the following general fom,u.a (1 -4) or a saft thereof, or a hydrate thereof or a solvate 
thereof 
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(1-4) 



H 



wherein Z4 represents 2-hydroxyphenyl group Which may be substituted in the 5-^^ 

whfch be substituted in the 5-position. is a group represented by the following formula . 

(X 

wherein R^-* represents a hydrocarbon group which may be substituted, represents a halogen atom, cyano 
g^Tup. an acyl group which may be substftuted. or a heterocyclic group which may be substrtuted. 
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